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(81) AE, AG, AL, AM, AT, AU, AZ, BA, BB, 

BG, BR, BY, BZ, CA, CIT, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MR, MN, MW, MX, MZ, NO, NZ, 
PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, 
TZ, UA, UG, US, UZ, VN, YU, ZA, ZW. 

(84) fifc M (JtM)i ARIPO 1#J* (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZW), a-^ v7 1$ I* (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P V 



(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR), OAPI fttfr (BF, BJ, CF, CG, 
CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 



WO 02/02533 



PCT/JP01/05813 



1 

t£IS$!lj|St*7U^>;lftai*7U^> (Gonadotropin Releasing Hormone JslT.GnRH irBgsBl" £>o 
^fc.GnRH l*H{*ff^7tN;U : E>teai^l' ;: E> Luteinizing Hormone Releasing Hormone; LHRH 

Tmwmm\zft&t *> t %*. *>*ix »<* ( bit. GnRH sat* t msiB-r £ a ) l -c . t 
m&mm*)i> : £>v&z>ntef&i&*)t' : £> (&t, LHtREt*.).*^*!!*^^ cm 

T.FSH t0SI2r^o)Mt;ic1±SSlcfclt§tt7h;^>^(7)^^$iJ^iLri^ C/M^^fcK 
E£, 46, 46-57 (1998)) 0 Z 0 GnRH §^ftlC^£f#miftfrOM^&teJn^»i, GnRH <7)fEffl£ 

n& u TfiL h, f s h jfet;ictt*;u^ ^(D^a^tiiiip-rsfcfttt^^^^ttiffttftaa)^ 

Rfc- (TM^^fctt* (1 9 9 8) ,±|B) o 

GnRH ft*#tt$tftsffl$*r*-'&flSfctti: LTI*. GnRH ORSIft-Cft-SMIttK^ K, Jltf 
KRaSf*^2JS1t^^ KRJUttfc*?©*?* Kttfc^«B3&«jSP6*LTl^o £ 

(ftM 2000-95767) Xtt^X/ tfy 5e?>«»flK(W095/28405)«*<«ft$*ir^*. 
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fa* 1 1B«©^P/^>- 1 , 3 -i?*^R»«:tt. &5teaicfi]ffl£;K6t*m^*: Lt«r**i 
rt^35<(»WaiMH*fH35348, PI 6311 77, P 368327, PI332044. BB&Hn' >7l/7hW094/01415. 
^®^HF 4062686, PI 41 19466, Co Meet. Czech. Chem. Commun. (1971), 36(1), 150-63, Zh. 
Nauch. Prikl. Fotogr. Kinematogr. (1971), 16(4), 282-8, Collect. Czech. Chem. Commun. 
(1978). 43(3), 739-45, Collect. Czech. Chem. Commun. (1979), 44(5), 1540-51, SIX 
Collect. Czech. Chem. Commun. (1973), 38(12), 3616-22) . BX. ftCl GnRH ft&frffiftttffl 
fcoivci*B**:h/Cl*>a:i*. 

*mw%m\t. mtitz GnRH smwm^mi^t^n^y^ Kttfl:**fco*iiaMMtL 

fc»X.2-(1.3-S?t h*P-2H-^>l/-f sy % y-JU-2— T Uf» -1,3-v^x-;U^P/"v>- 
1b£4fe£lfSL TsE-^xC ( I ) T^$^^^P/\°>- 1 , 3 - V*>mm&&®tltz GnRH 

*vci**o**i>*tt7>fci*=M tmuwafcTO© GnRH MtM6£E*jSte$:frrsfc£ifo&< 
w*>*nm*. bit©* y 

-«fts£(i) 

R 1 R 5 0 

i« R' o'^ 

(R', R 2 , R 3 SIXR 4 : m-Xltmtt-oX, H, NO^CN, Halo. M&£ftT^Tt c^gHbTkf^tS. B& 
£ftT^T*,£l^^P^,M&£;fxT^Tt<fcl^t: KP^v.g&^ftTlvCtJa^UTtf 
4v,fft^^tUt ; t,<}:U7i';i/-0-,ii^HtU-C ; oJ:^7v^I^I-s (O) n 
,oi- <n 101 : OM2©SEft,12rFB«) ,H-S (O) n , 01 -, B**;fcT l^Xi, ^ 

mWi£ftxvx : L&^x)i77 : E>()\s,y.teW.&2tixi\xt,&^7ss, 
&tz r 1 , r 2 , R 3 &xsR*(»mfrhmi£titzm i ) £o 2 mom*— fttfco-cy y-;i/xi*$/$ p 
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R 5 RtX RM^-XttUfcoT, H, Halo, «fc*:h.WC* «H^b7kfltSXISS&£;fr-Cl>T 
X 1 Rt; X 2 : H-XttJlftoT. N, S, XI* 0 m*, 

A B: o T. mfc**VC ivC * J: 1*7 'J -Jl/. XliffiH* tlX l*X * «fc L^T 

am 

Z , ,Z 2 1 Z 3 &lXZ 4 :CXI* N, 

m l. D x' »t; x 2 # s xi* o ©i§£, wis-r § r» at; R 6 o-^xi*jK^i*#^-t±-r, 2) z 1 , z 2 , z 3 

Z 4 0 1 TbS 4 ffitf N *fjS-Ti) R\ R 2 , R'&tf/XI* R*l*#tt Lfcl\) T?«* 

»^t<l*-m^(D^X , St;X 2 (DiJ?^<<t=t,-^^NT-$>^^P/^>-1, 3 - 2?* >g§ 

SK^ttlcM**!.*^**,, ffi U 1 1 75M 39 < 0 ^*©IB^ Ph |*7i=*. Me 

I4*f*. Et ItXH. XI* tBu I* tert-7* . 
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ft$L<\t-^i&(i)*x , &tfx 2 <D'Ptj:<±i,-*tfHX'fo&zraAy-'i , 3-v*> 

it%h*mm^mz$mzh%&x>$>$> 0 mzm<D&mt lt R\R 2 ,R 3 xi;j:R 4 tf h.b&s 
< \txim£$>ma;. %.v/xitmm% l < itttkmcDfttimmxi, £ < l < &tji,* 

)l, 7)\>>r-)l, 7)ls*-)l, *><7 PTJ^JI/, is<7 a 7)1*7-)^, 7 U -)IX.\$7 U -)V-7 

U < I* c,. 6 mftWichM ^;u. -f v ?p tf;u, ^**>;u, x 

-;kTU;k v^p^-;u,xi*^-tr^;u^-c*fe§„ T7J^-)H t imm^it^m^ 
XK-D'PU < 1 4, 1 J*Lt(D=fil£££ <g>©Ht7k§?iS£Ei* L, if* L < \* C„ 0 7)\,*- 
)VXfoV.$kWmz\t^-)\,,7u)d-)\,,-J=f--)\,mxibZ>o rv/;aT^;Uj tit.m 
m^^mit^mm^M^. U L < l* rc^ p ;r;u*;ki t?& y , e fotoiziz*st> a y 
p t?;u, u<? P'O^/uxiiv? D^y/Uffe^ rv/7 pt^-^j tli. nm^ta 
TOft7X^Jl^Si* L, L < It rc 3 . e >>i;P7;^-^J T'fc y . Hftlttlcttv? D/<>f 

<l* C^Ty-JUT'foy, JMfcffllCht. 7i-;kt7f;i/,5,6,7,8-f F7tKP-t7^,^ 

mmma%L< it 2 Jiao&ifn-g l < itT^mx'^o^mmmizit^m±o)m(^n7 
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^x - ;u, e p 'J ;u, -i 5 $V 'J ;u, tf =? V y ^7 7 'J ;u, 7 y ;u. tr U *>)l, t? 5 V 
-;u, tf y 5 v;u, h U7!/u ;u. fTvj'/'j ;k tf u ?^;u, h 'J 7 v-JU. Xlt**rVV 

T'/'J -SAt LTI4, -f > K 'J -;U, 3, 4-> ^ b> v***>7 xr.JU, 3. 4-1 ^ U>i? 

^•>^i-^ k>v"77-;u, ^> i /fi;ik *:/!/*7$?7!/u;k ^>7^ 77y ;u, 
*>7-f S^v~ 'J ;u, -f > K u ;u, g ^ y ij juxii+y 'J =;u$t?&$ 0 *F£ 
L < 14, 5 BJ&M'vt P 7 'J -/U-Cfe y . HI=»* L < 14, Z> U ;U. ^x - ;u, 5 ^ 
7 'J ^7 7 'J )V, XI4 tf 'J S?^t? & *, 

T7 *>;uj £ f4 hco- c M5 ft - c o-Afoii-co-^fpfl-?;^ 
-CO-, ^fPgS-7^-^-CO- /\t p^S-7/u+-;u-co-,c,. 15 ftlb* 
^S-CS-.^-rPilS-CS-, ^xPilS-T^+^-CS-, ^^PiIS-7^^- 

;u- c s - y,\Z^um&~T)i*-)\,- c s -aw 6*i£.*f£ l < (4 c,. 18 ft<b*m* 
-co-, M^f p JiS- co--efcy, mttMicte hco- 7-fe^k ?p tf *^;u. 2 - * 
^;u7^-2-x>-2-^-r;k/<>7-r;u,-=i5 1 /'r;kir/^;u, t°p y i?^;u*;UTf? 
-;uxi4tMy i?-;u*;u7H-;u^r*fcs 0 

THa I o ftlb^Sj <t 1*. m X IS Ha I oG,. t0 7;U*/H?> Ha I oC^ T 'J & y , ^ftW |C 14 

5 a o * h 'J 7;i,tpy y;u;j-p y i^/u, y7ji,tP7i-;b, xi4 h 'J z>)\,Jt 
«*li3 - y 4 V- 2 -*;*-*V*7 7'J S»- 5 -- f y ^r^A^lf P,+l§ 0 

r ^faSS-c W0 7;^ u x>j t it tf y ^;u> * y f>»A«¥if6*i«. 
t^* ;i/7^Jp g& * ftr i^r t <fe l^7 ->;u- o - . H» $ *ir t «fc 1^7 v;u, M&g- 
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a : OH, N0 2 . COOH, Halo, UH AfPHS. R^SHKfttf/XI* R 101 -T 10 '- 
R 101 : (DH, (2)C 3 _ 8 W7JtfJI>. OWPJfS, 

(4) [OH, N0 2 , COOH, Halo, *tP^S. CmoTJHNHJO-. C,. 10 7Jl4JH3-, C„ 0 7StilHhCO-RWX.lt 
(R 102 ) n )02 C 6 _ l4 7 l J-Jl'] T-g& £ foX ivC 4, £ L\ C ( _ t0 7JMrJP. 
R ,02 :H, Halo, N0 2 , OH, COOH. C,_ M 7l*H>-X(* C,. 10 7JI4JHH30- 
n,«:1 7bS5tf>gifc, 
(5) OH, CN, NO., Halo R /XI* C 1 . 10 7Jl4Jt-C0NR ,O3 -T-B^ ^^fCL^Tticfct^ C„ 4 Vhk 
R m :R m fcH-XI*HfcoT 
(a)H, (b)Q M , /*P7*t*. (c)AfnJgS. (d)C00H,C,. 10 7WJt-0-C0-, (R ,04 )n, 02 -WJ-JI<XI* 

(r 104 ) n 1M -Af paai-cmsi* *tr i^r t * i* w*** 

R' 04 : H. OH, Ha I o £ L < I* C,. 10 7;i4JM)-, X I * 
(e) OH, CN, N0 2 , Ha I o XI* WW^r-CONR 1 *-"*?*** tlX l^Xt, «fe WJ-fc 
R ,os : (a)H, (b)C3. 8 y^P7Jl4*, (cWP^S. (d) COOH, C,- 10 7Jl4)M)-C0-, WJ-* 
Xli^fQ^SlrSSl^^T^r^cfcl^ C M0 7*+*. XI* 

(e)0H. CN. N0 2 . XI* Halo T?Bft £*Vt 1^X4, J: l> C^ 14 7'J-*, 
T' 01 : -€-, -CO-, -C0-0-, -0-C0-, -NR^-CO-Xtt-NR' 03 -, felTI^*£ 

b |f:(1)H. (2)<V«WQ7JI4*. (3)C,_ 10 7JI>*JI'-0--eS& £ ftT l^T * <fc ^ WJ-J, (4)AfPJl 
g, (5) (OH. N0 2 , Ha I o. AjP^g, R ,C, R ,03 N. C M0 7**JH>-, 7v*Xf* (R' 06 ) n 102 -C 6 . M 7'J-*) T-§& £ tlX 

i^t*,<}:^c 1 _ 10 7ji4ji<, 

R 1M :H, COOH, N0 2 , R ,0 'R 103 N, 7yJkNR ,0, -£ L < I* C,. 10 7*4JH)-C0-, JUTP*i 
c»: (DWWJV, HaloC,. I0 7fl'*JI'XttC 6 . l4 7 l J-JM5,.„7Jl4JI'r*M^^*tTt^r4 J .fc^AfP^S, (2)54 
P7JI4*XI* R ,0, R ,03 N -e«JJl*tfC^-C*J:^ WH (^R'^ii^^^tt «fcl*C M0 7*t 
k 

R' 07 : (a)C^*/»n7«*. 0>)(V.^P7**=*. (c)R ,08 -0- 

R' 08 : (I) W9-*. *T«S«« L < I* R ,0, R ,03 N ftTlvC C M0 7JI4 
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k XI* ( i i) WHU! L < I* R ,01 R ,03 N JlT t <fc 

(d) N0 2 "C?M& £ HT 1>T * J: W/Jt, (e) (R 109 ) n l02 - WJ-JI- 

R 109 :(i)H. (ii)OH, (iii)CN. (iv)N0 2 , (v)C00H, (vi)Hafo, (vi Ofty (=0) . 
(v i i i ) R'°'R ,M N. ( i x) R uo X°m® $ tlZ l^X i, £ C,.,.7*t*. 

R ,1 °: H, OH, C00H, Ha I o, W'H-. (WJttJk ttVS L < ItfW (=S) ) fg 

tlXl^X t efc LWfoaiY'iT >. WJHrJHH, W**HM»-XB: 
7/JHK (x) 754-0-, (x i ) Ha I o T-g& £ *IX i^X % J: G 6 ., 4 7'J-*, 
(x i i ) Ha I o, C,. 10 7*+Jte L < I* Ha I oC,_ 10 7Jl4JI<-eg& $ *VC l^T £ <fc Ixa 
TBS*. &tf/XI*(xi i i)R 1 "-T' 02 - 
R ,n : (i)H, (i iXWfJn/Jrt*. (i i i)R ,0, R ,03 N, (iv)Halo, C,.^*. 

Haioc,. w 7*t*xii wJ-*"eMlft**fc^rt Ja* w'J-». xi* 

(v)Halo, COOH, C,_ 10 7l4*-0-. R ,0 'R ,03 N, W'J-Jk AfOJlft. *tWJt >. C,_ 10 714 
JH)-C0-Xli7yJH)-r*S^ £ ftT I vc t «fe Lx Cm.7*** 
T ,M :-0- -CO-, -NR' 01 -, -0-C0-, -CONR ,ot -, -NR'°'NR""C0-, -O-CONR""-. 
-S (0) n 101 -XI*-S (0) n 10l NR ,o, -SUr/Xli R"" , NC(NR ,1,b ) NR 101 -, 
R" ,b :H, XI* C,. 10 7JI4JH)-C0- 

(f) (R 1,2 )n 102 -AfD^. 

R" 2 :«y, tm' xi* r 109 t m-(D& 

(g) C,. 10 7Jl4*-0-C0- 

(4) Halo, tftW ,Gi- w 7M, C 1 . 10 7Jl4M)-XI*C 1 . ]0 7MJlr-0-C0-NR" ), -T?g^$^rLxr & cfcl^ 
Ta^S-C,. 10 7J^'Jf*>, 

(5) R" 3 T*B& $ *IT txr t «fc LX7y* 

R m :0H. COOH. CN. N0 2 . Halo, WH *TQ3fS, R ,0, R ,03 N. C M0 7Jtt*. Ha I oC^, 
C M0 7*4Jr-0-. C M0 7*+JH)-C0-, C m ,7I4JHHVm7'J-*. 75*. WWHHJ0-. 
C M0 7/l4ft-W'J-*. 7V4-NR' 01 - 7y*-NR ,M -C M4 7'j-*Xtt C 1 . 10 7HJHV M 7 , ;-*-SO r 

NR ,0, - > 

(6) R ,0, R ,03 NC0 

(7) R' M -S(0)n 10( - 
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R m : (a)H, (b)0H, N0 2l Halo, R ,01 R ,03 N, W**HK WHR ,n -« L < I* W'J-*"*?*** 
ftT L>T 4, «fc W***. to OH. N0 2 , Ha I o, R I01 R ,03 N, W***. Ha I oC l _,„7JMr*. W***- 
0-, 7*>^-NR 101 -. XI* <Vi47'J-*T?«SiaF*tr^T*<*:l* 06-1479-*. (d)0H.N0 2 , 
Halo. R ,0, R 1M N, W*t*. HaloW***. W***HH, 7i4-NR 1Q, - ( XI* W'M^fiife* 
*iri^T* JclWTiaMt, XI*(e)R ,0, R ,03 N. Stf/XI* 

(8)R 1t5_ T ,03_ 

R ,,s : (a) *?m&T'W& * *l/C I *T =fc J: l\ W***. to *f 0HS£ L < I* R 10, R ,03 N 

* *ir i^-c * «fc ^ WHX i* to A fPiIS. 

T 103 :-C0-NR , °'-. -NR ,0, -C0-. -NR ,01 -CS- -0-C0-C0-, -0-CO-Xli-CO-CO-, JilTMo 
d|¥: (1)CM. (2)N0 2I (3) Halo, (4) OH, (5)C00H, (6). (OH. Ha I o, 'vftl&£. Ha I o *l"C * 

«fcl* WH R 10, R ,03 N. R ,0, -C0-. R ,0, -T ,0, -C0-Xf* R»'-T»'-)T?i^**lt^ttJ:^ W*4* 
-T 104 -, 

T 104 :$g£, -0-, -C0-0-, -0-C0-. 
(7)R" 3 -C?S^*^r=t ) cfct^7yJ^, (8)R ,,9 "C«lft**lT ! fc«fe^7t'JH)- f (9)R"«R" 7 N 
R" 9 . R m :H-XI*Jt£o-C H XI* c |*0>g&£, Rt;/XI*(10)R" e R 1 "NC0 o KlTPI^o) 
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r! I | 5 0 

VV*: 

/ 'a 0 
R R 

Rift, r nf t>», Mift. 7P>ift, anftft, 7?«ft. 7W>». UK, gft. JitfA i 

p-hu>M*>ift. 7xa- 7+* xitr mvw&ommmtaMttmm, nm. tm. w 

*7'or 77>* *^rS#**l*.*»W©7-Dr 77>* * <& & t L T 14. Prog. 
Med. , 5, 2157-2161 (1985) WWM&OMmm 7 #(J^JI|#Jg. 1990 163-198 Hl= 

G*0lt**<*(7*&:|i«. 

carat) 

i=*-3< l. a«©^tt©^(Ra$affl browse 

= © * 5 «|&* L Tttfl * 1*73/*, TkiftS, **** *yS^T- * U . **i & a bLXl* 

^>Jx.l^' l J-XQreene)ai;')9«;(Wuts)^, TProtective Groups in Organic Synthes i s ($ 3 fig) J 
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*fc.*l8WWariE»3&<^ftfc^«IT?&*«^li±EXK(Collect. Czech. Chem. Commun. 
(1971), 36(1), 150-163 ^)|cS^#SSI=A¥RTfll"e&<&. 
JUT, **W<b^ttXI*-t©+ISH*©ftSW«:»Jia$gftWr<5. 

DMF:N,N-/>fUU75h* ;DHSO:'//f»;i»tt*l>* ;THF:f h7tK D77>;Tol : hU>;Et(Mc: itHlf 
*;DCE: 1 , 2-y'$QDI$>;TEA: MJlf*75>;Diglyrae:'/ If W 'Ja-JI** /fJH-fJl 
SSlS£(7yMb£lS) 

*a<07J*fb£Jfc-e& y . *#WI=J*7*tMb^«iii:-t<0SJ6»(6«<07J»fl:^ttt 

£fclc*£te&»Jti Ltl*. XI* Tol ea>**jfeNt1t**IUftJt. 

Diglyme, THF, 1.4-»/«t>Xtt 1, 2-*/ *Wyl*>3|<J!>l-T*S»*l£. */»0M*>. *PP*WXI* DCE HOD 
Ha I o tt1b**MIK. TEA, f IJ*/ X 3U*/ >, t**'J>, 2, >3?<DE*tt» H&«J&<$Slf b 

MSTMi+IBH* (IV) lc, f-Iltft^«S (I I) ©J5J£»J6ft©**** >i£ (V) 

£ L < ltm*Si&mO*£Mn L±e©in < mm?Z> Z 1 \z J: o r * fr 5 d t tf-p £ -5. £ 

fc, mm (i 1 0 ©ft*? y t*©K**»*ffli^r**i\ 
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(ii)H20 £.U<fcMb£!&Kv) 




CDCV-. 



' 4 



Wf*fls^*(Vl I) fc7yJMb£#i<VI 1 0 t *SJ6*-&. y'WWbfcttax) £ft, 3»<b 
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FN: FAB-MS (M-H)-; El :EI-MS;N1:NMR(DMS0-d 6 ,TMS ft « !g) 0) ft & W t " - 1 } 6 ppm; N2: 
NMR (CDC 1 3. TMS PlUUm O ftWit' - 1 } S ppm; Ph : 7i-* ; Me : i f * ; d i Me : >/ m ; Et : If* ; Pr : T 0 C 
*;iPr:^7*Pl^*;iBu:07'f*;Pen:V>f*;cPr:WP7"^^^ 

/;F:7**P;diF:>>* 7WP;triF:HJ7MP;N0 2 :I|-P : MeO:>h^>;diMeO:5/^ht , >;Br:7*Pt;diBr:-/7*P 
t;(y3: f >, J7**Pm;AcO:7m*>;MeO(»:^h^r-*;Boc:tert-7* K'>*Jrt'-il-;NH 2 :75/;PhCONH:A*> 
V 4*75/ ; EtCONH : If ***** 2*75/ ; Et 2 N : y* If *75/ ; TBS : tert-7* f *y* /f *y'J*; b i Ph : t* 7H* ; Naph : t 
7jl/>;Thiop:ft7i>;Fu:77>;Py:f l jy>;IM:-f5^ , /-*;Pyrazi:f r/ >;Pipe:f k'W >;Pyrazo: 
f 7V* -* ; Py r i m : f 'J 5y* y ; Py r r : f P-*; Py r ro I i : t' R'J V y ; Mo : t**'Jy ; I soqu i n : YV+/'i> ; Isoind: <'/ 
OK l J>;Thiaz:f7V'-*;Tr: MJ7i=*;tf*;TEA: HJlf*75>;NMO:N-^f*l*i!i'J> **yh* ;TPAP:f Yll' Pf*7 
ytW -*ft~h ; Sa : ttiDJfi ; HCI : J&ig£ ; Oxa I : feftlfett : MS4A ; tU*i7-y-7* 4A 
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*«§WI=«J:*ftPlft4©fc«)©Hftl§*«B4: LTI*. IBM. %M, BIMMhWflH&Jh.*. - 
-x. tK'J t*-;ut°p «j K>, &tf/xi4> * Wtt7;us >Ht^* vOA^<h a 

«XI*A»f*i&»=«kyS/a».4f7^>. t Kn+S/^ntfjHr^n— *. t Kp+v^p 
"tf;uy ^;u-b;up -x 7 * b- h 4 £©aaEX(4B»te£ L < (*»»tett»© ? * A-?a 

an«#©fc»©a#iaj«*i*. mmmz^^M^mm, mmm. ^sox 
#«na#©fc*>©tti«ii*. *&*©*ttxi*iMctt©»?ftai. Ba«xi*?u»ai££*rr 

UttOlKIIJlltllM t L T I*. 01 it 14 7 p tf b > V 'J p tK 'J x b > <f ' J n - JUX 
14* U -?&©£? fctttl;*. x^/-;kdJ:5^T;up-^, XI4tK'J VM-h8 0 
(M^) CCD J: r> ftttftfel*. £ S> lc*3Ht». ftttffll. am. JLflriH. 

MfcA <«*tf.7$ K-X) , Xf45§fi¥*f ©ft] (0l*.l4,<?%*5bi£,7X/^*>l£) 

ic»iB*xii*a©a»ffl»«iEi=»»xi4»a LTttJBf* c: 1 t, 

ajft-rscii: aii^tt© ph mmimmm.&ftmvMMmm-M.mnzftM 

{*. L < (*¥H#ttl=J*»*ft*.«A*fli*a#©X7* h**. fa-7 . XI4& 
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a#«p»^<D*^.i H©a«i*.Mafcytt o. 001 -ioo mg /kg. u < 1* 0.1- 

30mg/kg.MlC»*L<li0.1~10mg/kg^Ji^'C&y i 1 ElTJ&^tM* 2 7iS 4 

itris^f *.»Krtift^**i***i*. 1 H<Dft«ii.#«afcy*so.oooi-iomgAg3&<a 
a-e.i s 1 B7ss**@i=»(traw*.*fc.«ttM«fcLTi*.Mafcy»o.ooi~ 

100mg/kg $10 1 07S2*l![iai=»Ct-Cft4t-*.aMI**«.**.ttH**#*LT 
**fttHW(80» in oil) (360n«)©**THF(10ml)©aHtB»*lC,aj*T7th7i/>(720Big) 

fc j: # z-tmrr -mwr mm d . 2o g ) ©*** thf a omi ) $ ;tst u i o aminftaut u 

f=oJ5lE&£#af£,P5$(1ml)<t*(30mO^ 

ft. **tttt7** * j /)iT?e* ufc. j§«i$ME®* u nmm&siw mumw in- (.mm®. ■. * 

W> : ftftlf *=4 : 1 (v/v) ) T?fgg L"C, Stfe3Si!§© 1- OrimW -1HH%) -Z-lx-M' PA* >-1 , 3- 
»/*>(1. 3g, 88%) BIT, LT#%0( 2-10 ©<b^$#fc. 

##« 1 T-#b^f:1b^(674mg)© DIF(8ml)»j«|cK»4WA(1. 14g)$»5t.. M"*? 1 B# 

Hfi»Lfc.fiJi6aic-ttfta5R(283ii^*iDA.M-e 2 ^SlfFLfcft, 4 6l=3-)ft:/» 

(0. 369ml) tin*.. mUV 1. 5 B^Htf Lfc.KlS*l::;fc£tDx. f RMlWetttH Lfc 0 ttajj&£ 

;T£ (v/v) ; *Wj : lt^Xf/l^=4 :1)"C^^JL"C, ft&tt tttti© 2- (f Wf *»77=Uf U» -1- (2->W7V* 
-*-4-Y*) -3-7I-W PA' I/-1 , 3-/ *> (555mg, 64%) JJJIT, IH^I^ L T 1 2-23 ©-|b£- 

##0>J 24 

fW>f/i** # *»/7*f tK 1. 34 g fcjctf z-iim'-M. 53 g ££i;S1»j£ 100 ml ^rcfit^S 
©i&^^A^iSJP L, 110°C(CTi^ 12 ^rslAniftLfco 

fifcftft , 4 C fc ft&M £ at© L . as ©i* /-fr-* (1 0 : 1 ) ic t fc J: £ t!: £ c £ ic 
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«*: y . 4-(3-^w-t4y-2-mvf7V y»/ >-s-yut w»x >r7&r tv 1 . 91 g 

25 

l&?P7^7-^/-Jl'/ ! t^ 60 ml *lr4-^PP-3-;hP-N-(f'J'/>-3-WfJ|,)V>t*>^7;K2..77 g£ 
^*DL, §tf 4> 100°CT-C$tj2 BP B mS$^fc.J5^.^^iiEKLr#P,tLi>^$ji 
fi<DffiS*|CT&# L, £ CfcftfefSH ^MffX-^-f £ Zt\Z&l), 4-75/-3-;hn-N-(f 'J/ > 
-3-WW)A'>t*>W!|!>75K2.51 g ^#fr.J*lT. |bJ*§Ic Lt##^J 26 <ZMb£tl 
##0>J 27 

25 X*m ZtltcitG® 2. 49 g £^fcTOlf Jkl^-Jt (1 : 1) 200 ml *lcfl!ii&gma> 
!t$£MEg£-r 6 Z t IC J; tj , 3, 4-y 75/-N-(f Uv* ^HWW)V >T >^*>75K 2. 22 g &ft 

fee 

28 

4-7?/-3--hP7i;-M. 72 g DMF 150 ml 4JfcKito l ,Ml2. 8 g, f W7f»7i*:tt 3-/ 

h*0. 56 g fc 3-y"PP;Wf 'J/ >i!i£J£ 5. 42 g £JII&3sJjD Lf-j£. 60°C|CT^ 1.5 f^UDS L 
fcoSr5)§jS^ET?1^L,7K7K250ml fccfctf 1M im*®fc 30 ml £ Ztz&&$M 

US ■ K^-T &ZblZ& y, 2-1FP-4- (f <J/ >-3-<f]W h*i/) 7-"J>7. 39 g £f#fc„ KTF, L T . # 

35 60 (Oit^^mtzo 
##0>J 29 

28 X-m^Jtltzit^m 3. 68 g ££fclttfeXfJHI*/-* (1:1) itS 300 ml * IC 10% A* 7 
'/Witt* 0. 31 g £$Al&. ***'X#ftT, SiSaSEKTJEl6*-l*fc.EJ£fc, y 
f# &*l«**£»EB*"*" « - y ,4- (f 'J/ >-3-W WM V >*' >-1 , 2-/ 7$>3. 23 g £f# 

fc.&T, PI^IC LT##0J 30 
##0IJ31 

M7i=*t'5»*>-3^WfttX*=M y"P'jn.95 g £jfcf|HbtMJ'7A(60% in oil) 0.26 g £#fc7kft 
Lfc DMF MjSjg 40 ml 4>(C*Altt, 30 #|H£a!M$*1*fc.El6**£ 0°C£T*ftSl LT 4-$P 
p-3-zhPA*>r 7*t tFM.04g *!Si^ 2ft|«Ma#*-&fc.SJt»j8E$J«EB3fe LT 
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(2: 1 (v/v) ) ^tfjgflj; tj 3-[2-(4-y-PP-3-l|>P7i-JW f -!»] f "Jy* >0. 86 g £t#fc 0 
##01 32 

(2-tf JM H-V »'/ -fSr V* -Sr-5-U) W-% (81 1 mg) (D DMF (1 OmL) |C tert-7* W *f $fy WP'J 
r* (904mg) fccfc^r V*-JK680mg) %MiL, Mi^V 2 ^flfijf Lfc.SPfc U tK^*P^., 

r **7W07hr 57Y-(»tBa;*PPi|*A:ilV-*=10:1 (v/v)) ■CfSfif 3 - t IC<fc IJ , 5- (tert-7* W/ 
WMt&m) H-a* >V* V* -JP£f#7= (1 305mg, 94%) . 
##« 33 

27 T*#&*lfcfl:£*!l 2.2 g £ $tilV-m%L 100 ml +lCt*h»»HJlf*3. 21 g £m 

m u m 12 ftraina&asfc Lfc. mim 1 mi £j&T l-c $ $>iz 2 ^1121^1, 

$XSB£L.ttlQttil*XtH^MC^10inl 100 ml lCT»ateft£fc £#31 

is - ft** i» c t in «b y , jm H-A* >v* y* -ir-s-juwa (f w >-3-um) 7? r 1 . 94 g $ 

ifcoWT, H»|::LT##fl 34&tf#%0fl 36 (DitSMZmtz, 
#%«H 37 

(iKyyVldn'JK (32. 5ml) £^;gT Diglyme(63ml) * 2-^J1-5-ihPV>VN?f V*-*(12. 5g)fcJ: 
t/ TEA (38. 8ml) ©»^«J^*T Lfc. fiJtS^tt^lOOtJ-C 1 ttlHIilttt Lf=.Sa*T?HWP Lfc 

sf5;g^^fc7K$sn^., 45 Kmrnn Ltz^mm^^mukx^m u 4rM$*%. 

ttBtHM-CttJftfc. *J«*3*ETBSLfc.»&*if=fflea**np*»A-n-Atf>j: ijSgS L, 
Slli 2- (1 -A* y'/ <fiM H-5-I FPA* >'/ ^5$' V -tr2-<%) -1 -7i::M* 1*1*7* (29. 7g, 86%) £|#fc 0 
(2) (1) X*mhtltzit-£S®(29. 7g) fctJl4'J>(15.'8g) $#/-JK90ral) ICj§j|? L, 30^0^^335 L. 

Ltz&nmtz z t v : ,m&mm& 2-0 , 3-/ ti>* p-2h-5-=fpv >r m* y* -*-2-«f »-i-^ 

i - >-1-*y (16. 7g, 84%) £#fc 0 JJJIT. EltlC L"C##0l] 38^54 & 61 -64 05 

##0J55 

2-75/-4-^PPf 7/ -|n5-tt*' 7*f t h* 10. 83 g££frl , 4-y **»>»«250 ml * K4- (y* m7V) 
f'J*/>1 g£8sflOU60 < fc-eJjDSTi'* -tert-7* W.y****'*-h29 g£#fcl, 4-y*:Wy;#$100 ml 
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mrwiuzx&mt, ®m%&\~&v&ctzm&i$®zmrmMmr77rtzxifi®L,m 

Kif*-|.JH>(2:3(v/v))»ffiSJ: U 2ttlfe«G)(4-$ □ P-5-*;U5 JU^T */-)b-2"( M~ 

*;U/<5>II tert-^^^XXf-JHO. 73 g^%tz 0 

###]56 

7W >M"F. p-* W*/7x=*Wifc4. 364g. h'JT. (y 'Jf >7tM »/ A* r/ 7A452mg, KifttS4A 
10. 561g. 5-^0P-2--FP7- l jV4505mg,>/t#>50ml£D5l^!fellC t Mtft-7* f **X7O240mg©y* ftft&S 
10ml ZtaZ, 2tiffflWtt&5 0 CXliam Ltzo Sa*t»*k)ft Lfc&, */ IfU-T*600ml . 9PP*jVA500ml £ 
fc*. a«£»»LT. BKHtafcM*-* h+v7i-Jb)-2--hP7- 

U >6. 5g£ftfc„ 
#%#i57 

5-(4W^y7i-W-2-lhP7-'Jy2. 02g<D*S7KP^55ml Rffl$|Cfth&fta>£l£ift$;ST Lfc 
&, 40«fcT*3l$IB20#Jf # Lf=oM;a*-e?fJSO Lfc&y lfJH-fJI<200nil «f ft 



N - (4- htv-4-lhPt* 7HJIr-3-#) mil V 500mg, M6ml <£ tf&i&308mg(D;g£!$l $100tn? 
ME;l^L,5-(4*-^ h+y7i-iW-HfM> , /'f 5 *V-,JW20m g 



2->fK y/ <w y -*-5-i)jtr >b» . oog, v mum v 20ml ©ssaicaaT. tr p*k >r ht 

V* -&844mg, 1-If*-3- (3* -y mill? Pf ft) **** '/ ilV . 21 g. 4-* l4y7ilJWfft75>1 . 33g£ 
Una.. £(6**^fil=ri8l$IB»MiLfc„Rlta*aETML. t»*ifc»S$*Pn**A20Bil 

Ufco^^^^ETS^LT^^^fc^^^y'Jiif W7A^P7^7'^^-lc#LJPP*J^A-^y-l^ 
(30:1(v/ v ))-C*j§^iiL, H-'O^-f sy , ;-^-5-**#>a(4-^ k 

+y7i-jM 7 5 K1. 27g(99%) £t#fc 0 



###|58 
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5 _^0P-2-^K y/ M y*-*(833mg) £ Diglyme(4ml) Icjgfi? L TEA (2. 43ml) £flO*.fc<,micV 
y)' <m x )V (2. Oml) £jiTF Lfcl, & 100°CT* 15 Lfc.5li6*|z*(0. 1ml) £;TST 

175°CT* 10 »SJ)PilJt^Lfc.SlSjS^^,7K(15ml)^Jinx.jll*L,±a$T fc4L 
fc.»HttW*/HK5ml) £in*#rHJ Lfc$S^^;lffi L, *W-veft»LE***i:3Mtfe!& 
£*£lltf> 2-(5-?PP-1,3-pfc KB-af-'OlM' 5^ % /-;U-2— f 'J t» -1,3-i?7x-;U 
7 P/*>-1, 3-v*> (706mg, 38%) I^I^IC Ltilfl 2-25. 1 19 £tf 126 OMbfc 

mmm 26 

##0>J 37 fcp»icLTXSd)-eSMIft 2-(i-A*y;*^iH-A*>v*Y5**y'-/ir-2-#)-i-7ir 

Jl>f -JUXf* (26. 8g, 86%) £, II (2) "C* 2- (1 , 3-y* t K P-2H^* >V \ W V -tr-l-WT V) -1-7i-JW$> 
-1-t>(11.9g. 84%) £f#fc 0 

(3) 3, 5-y l%tQK yj' MO*) V (1 . 67g) t f 'Jy > (8. 5ml ) (Cleft's, ±1B (2) T'# b *ltzit^ 
(l.0lg)^'>a-roiD^.3 B#F B 1Mlrr}i^Lfc o SFE:;g^fC7k^iJPK.^P0*M[crttttl L 

ttawtfretakft*. fi»sffl*icT*2fe. **«i&tHM-e*£* 

» J: «J . * 6 fet&Sfc* © 3. 5->' 7JttP£ A#l§ 2- [1 - (3, 5-y* 7jtfpV >V* <%) -1 H-a* >y* <$** V* -* 
-2-#]-1-7i-JH:*-* IXfJKl . 45g, 65%) 

(4) (3)TM#b^7t<b^^(931mg) t 3, 5-y* 7**P£S#8& (570mg) $ Diglyme(2. 5ml) 

L. 175°CT- 20 #IH«ttLfc.£S*T?Jfrap LfcfiJCS^ttl::***]*.. *nD*M,T?MHU U WIS 

7<-lc# L, *nn**Am-AW,£fflS «fc 9 . ftfet&*B£*fc. C bl^^t «& ztX* 

1-(3,5-i*7;M-P?i-;U)-2-(1,3-vfc KP-2H-<<>»/-f 5^7— ;b-2-^f Ut*»-3-7 
i - )l y □ > -1, 3- i? * > (603mg, 89%) * ft . 1st. T , ft IC fT I* H St ft 27 ~ 
39, 117, 118, 120-125, 127-166, 425, 431 HlXS 446 © *b£!$)$|#fc 0 

mmm 40 

35 T*® bftfc<b£fe(317mg), I^bS^ (IV) (30mg)ai;»itlf*(30Bil)(DS^«ll*7k 
«ffift**-»Mlf#M-COTL.*fe»*© 1-(3-75/ 7i^7U)-3-(3.5-i*7;U7f-P7 
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X =.;!,) -2- (1,3-i?fc KP-2H-K>'/>r 5^V*-;U-2-T l J'T»?P/<>-1,3-e?;j->Jt®& 
(245mg, 7656) £l#fc. HIT, l^lfillCfT^||]!iS^41~43, 167-203, 411,412St;432(D^^$|| 

Hfi£0>l44 

^S60IJ 43 ■C»&*lfcft^tt(200mg)if'J*/ >(2ml)|C»»L.3K)ftT7 , nft=**pijr (58mg) 

g£ LfcJblifcSIW **5Mn7M* 57Hcf* L, ftafyk-W-mm&J: y 
jfc(204mg,88%)(D 3' -[2-(1, 3-^fc K P-2H-K> 5 ^7-^-2-^ 'J X »-3-^-^ V-3- 
7x^0/0^^] 7n/*>7-'J K*»fc.JelT.H«lCfi^Sllft« 45- 78, 204- 
237, 416 -420, 430, 433, 440-442 449 Mt'&m&fflz* 
Xtttil 79 

39 (162mg) £ DMF(IOml) |C;£$ L. 4-(2-75/lW) f W >(348mg) , g£ 

»*WM591mg>;fti;3$fc4'MU473mg) £Jjd;L, ^;UICT 7 ftmfttt tfc. E&BMKlIlttxTft 

<D 2-(1,3-S>t KP-2H-K>'/-f 5*V-;U-2--T 'J ^»-1-7 1 _;U-3-(3-{[(2-fc° 'J v> 
-4-^;UX-5 1 ;U)T5y]y5 1 ;U} 7i-W ^P/O-1 , 3-S?*>tt»*(417mg.51» 
£t#fc„ JJiT. P&lcfrl^ffiffl 80, 81 St; 450 aMb£*&l£|#fc 0 
3IJfe0»J 82 

nmm 30 ti#£>*i;Mts& (343mg) zzv-hm) \zmm u (0. 4mo zmz., 2 b#p b im 

2- (1 ,3-i?tKO-2H -'OW = M-n,- 2 — f »j x»-1- (3- fc Kn**>7 1 -^)- 

3- 7l-;i/^a/^-1,3-i?t>(1 25mg. 41 %) $ #7= 0 

83 
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mi&M 40 f#&*lfc^!fel(450mg) $A*^->(30ml)|r^L.4-*RW5ry*-JKl21mg)at; 

M^ftG) p-m*>***>k mu 3 i^n, 5o°cr* 2. 5 mm, anaasiET 3. 5 mmmn tfc. 

»i*£»*Lfc»i*£W-*(25ml)lc»flL, *fcT**lbW*tH$M4mg 1 l$M40& 

tzMfezmrmMaiwi-izttL, muk-w-m&u^ y 1-0. 5-/7^71-^-2- 

(1 , 3-'/ 1 K P-2H-A* yf r -fh2-W » -3- [3-[ (1 MS** V -JHWWf *) 75/] 7i3} 7' P/f >- 
1. 3-/t>^ff=.cti$ 4Mtt<b**-B»i»»«*ffli^-ctt»tti: L, 3rtffet&*© 1-C3, 5- 
i?^;U^-P7i-;U)-2-(1,3-vt KP-2 H-^>l/-T 5yv*-;U-2— T 'Jf»-3-{3- 
[(1H-W ;U-4— f =f-)l) 75/] 7i-;H ^P/^>-1.3-v^-> ■ 

(159mg. 27%) £f#fc c JSA"F. nttfcfrl^JtlMI 395-396 ©fl;68!£ftfc. 

mmm 84 

43 (180mg) ©ttWWf U>»«(3iiO IC. f U/ >-3-7*f tK (60mg) fed: 

tfPig(153mg) MIC7KJtT*^ibh l J7th+v*')mth l JW(215mg) £7JllK.fc&, MSKT 15 

A^P7F7*77-f- (^ffi&;7PP*U:;l*/-*=30:1(v/v)) -efti3Lfco C*l$>PP**A(3nL) 

L.4imci-ftBiiw»aTfStt-rsztic«k9 2-d,3-vt kp^>^ 5#V— ;U-2-*f 'J 

f»-1-7iz;w-(3-(tf'J y>3-^f;^f;H5/) 7i_;H :?P/0-1, 3-v*> • 
&M&(186mg, 76%) £*#fc„ JsTF, BtSlCfTl^SMH 85-100, 238-393,410, 413-415,421- 
424, 426, 428, 429, 435-437, 439, SitS 443-445 0)it-£ty%ntzo 
^!&0IJ1O1 

##«11T?#&*lfc<b*Hs(512mg) £l?/-JK6ml) |1»*L. 1. 2-7i-ly/75>(237mg) 
«fcyftfil»3fcfl!>2-(1,3-i?fc KP-2H-^>y-T 5^y-)U-2-^ •j7 s »-1-(2->5 1 ^f 1 T 

7-;u- 4 — f ;u) -3-7 1 ^;u:?p/\ 0 >-i , 3-i;^->(i7img. 32%) jut, HflM-fT^SE 

JS«102~111,SI!l!i«397at;398©ft*tt*#fc B 
HSS01J112 

(i)##«i9-e#6*ifcft^«j$fflt\ mmwmtmm- lti-(5-a* v/ttw ww-w- 
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3- (3, 5-y* 7JtfP7i-JlO -2-(1 , 3-y th* P-2H-A* >f M V -flr-2-^'Jf » 7* OA* >-1 , 3-y tJ^%tz 0 
(2) (1)T?»6*lfc<tft*(121mg) $I*/-*(6ml) ICjg^L, lOJbY r/ -)AjftS (160mg) £»D;L, ** 

#famT. 2intm»L <mn Lfc.tt«£a*u aa*«ETa«LT. »*b«h^w*47^ 

07 W 77^- ; 7PP*U:^;-*=10: 1 (v/v) ) Lfc„ f&mto&UBtok-W-lhW* & L J PI 

^LT,Hfe^B B H<01-(3.5-tJ7^7t-P7x^U)-2-(1.3-i;t KP-2H-^<>V-r 
;U- 2 — f 'J x»-3-(5-t Kn+v t°'J v>-3--OU) ^P/\°>-1. 3-v^->(61mg, 62%) 

§y&#Jl13 

^SS$20T*^b;ftfc<b£^(150mg) *7W*>aiHaT. y^PP^>(4ml) t»#L. JMTF1. OMh 

vmittm-mtmummi. 25mD -&«t ufc.oticr in#nna#a. sjBaflE*-sa*T?±cf . 

»=4B*IHUt# Lf= 0 Kl6S£ttf=*)frT; , */-*(o. 5ml) £ttil40#n»# Lfc»*nn*JH, 7k £ 

fef&*02-(5-L Kn**>-1,3-vb h*P-2H-K>yV = y7-ji / -2-^ Ux»-l,3-tfX 
( 3-^f;i,7i-;W 3-v^>(39mg, 27%) £*#f;: 0 

HJS0IJ114 

a* >V* -fjl-^D'J h* (1. 68g) £gjgTDiglyme(5ml) +1,2-*/ iH^' Y)' <5>* V* ~* (0. 5g) &U* 
TEA(1. 21g)©S^#I^J0xfcoSJ<:vl^^l$120 o Cr*1BtF B 1 l 5l*«5*150* , CTf6'f$|BHIHf Lfc. 

fco C":© ! &©$B»if*«J: y MA l, 2-(i-^^;u-iH-/oy^ s ;u-2--r ;w-i, 3-i? 

7in;U^Py^-1,3-i?^>(0.81g)$^fc 0 6AT, ^I^T^HJS^1150^^$l§fco 
HJ£#|116 

(1) **tt3T?f»&4lfcfc£tt(1.01g) tN-7'PiX?yW5h' (609mg) £t ^P0^>(14ml) fcjtJS L. 
77*t'^77'fP-HM47mg) Hf#HftU»*SaLfc.R-S*$*»a, «flti L*:gA£SR 
L , ftflrr § C £ Tf , 2- (1-7' PH-/fH , 3-y* t h* P-2H-V >V* W V -Jr-2-f "Jf » -1 , 3-y 7i-A 
7* P/\' 3-»/*>a»'J-Afet9*a (1. 22g, 99%) £fcfc. 

(2) (1)tf«6*l.fcft^» (400mg) tM^4'J-)A(153mg) t */ If *73><0. 115ml) £DMF(4ml) |C;§ji# 
U US-CM. 5B#F B 1ti^ Lfc-oJEKa^lji-fe^fcftlWontoATfttHi Lf= 0 f#£;h,fc*«IJi£7k& 
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^**7WP7hr l, mmmft$i& y itfea««i* z*i£$np*M(imi) ic»» l 

SB UQQMlxV ft*, ftift-r * - £ T«»ltfef&5fc©2- d-vx^;ur 5 y -5-> ^;u-i ,3-vt 

K P-2H-* > x /-f 5 # 2--fiJf»-U-v7i-;^P/^-1, 3- efcj- >JI^i£ 

(203mg, 48%) £#fc„ 

HM1394 

3-{2-[5-(4-T-tr5 1 ;uT5y^>i;;u7 5/)-i,3i?t K □ -2H-* > w s # 7— ;l> 

-2— f 'J^>]-3-(3,5-i;^;u^-p 7i=WW,/?n tfTf-VH 7iZjHXfil 
(123mg) <DTHF»# (5ml) |C1M7kI£fc± h 'J ^2**%%. (0. 5ml) £JO;U 24B# Mftft Ltz 0 HID 

=20 : 1 (v/v) ) T-ffig? L , N- [4- ( {2-[1 - (3, 5- i> Z? )\,* □ V* -f 7U) -2- (3-th*Q^>7i- 

'j t j >]-2, 3-v t Kp-ih-*>7<< 5 ?9—ju-5->( ;uy 5 y } y ^;u) 7 

x-;U]7-fe h75 K(98mg, 86%) £#fc 0 JUT, otitic LX^ffifl438©fc^«B$ i#fz 0 
HS§#] 399 

127 T-^bftfctt:^ 0.23 g 10 ml £ -15°C£l?ftJ|] L, 90%7KH 

tt**asn»nif*T?aHi L."*«»*ft*-»« lt ftfetifcaa^ w jwwinir 57*-!= 

till, fop***-**/-* (60:1 (v/v))»HJ«PJ: y,1-(3,5-i;7Wa7i-iW-2-[5-(1-t 
KP+yIf^)-1,3-vt KP-2H-^<>V*-f 5^7— ;U— 2 — 'J f>]-3-7i-;i/^D/^ 
>-1.3-i?^-> 90 mg PMSlCfrl*$lt0i 400 0fli£tt£»fc. 

HJiSiJl] 401 

mmm 132 T'#bttfc^^ti 0. 77 g $^t?mft»ja 40 mi *ic io%n* 5*/ w^tm so mg £ 

Lfc&, Sft©RK**th'WA*S«fc J:i;fi|pftffi*-C«3fe2fe» Lfc.it$fcifJI<Jg£it7«i& 
7^^Alcrft^$^,^^mE^£t-^ZtlcJ:y,i-(3,5-iJ7;u^-P7i-;u)-2-(5- 
t KP*->-l,3-vt Kp-2H-^>7-T 5^!/— jU-2— f 'Jf»-3-7iz;^p/0- 
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1.3-S?*>0.58 g$mtz a 

^mm 402 

mM® 401 &Jh.fcfc£fc 100 mg 33 *UE (3-$DDM) f 'Jy 50 mg £St?7tHHJ 

4mi mmmLM mg fc <fctfM&fifl>aMbtHW£ii&^)i] l. 8o°cizt 3. 5 vifffijiu 
ife&.&ctzmat%wwffiktoW77HzxmmL,tomtrn/-k (200:1 (v/v))j§aaj«fc y 

ftfefgft&43 mg *mz 0 Z.ft&Wj2 ml 16 mg £3911 LT«#fc, £C 

fcisfi^aai-rscfcrcfcy i-(3, 5-eJ7;^p 7iz;w-2-[s-(e'j i?>3-'f ;m 

V) -1 , 3- v t K P - 2 H - /<> W 5 * V*-;U- 2 - -< >J x>]-3-7 1 ^;U^P / ^ >-1 , 3- 
■ *>i^»tt 35 mg 
403 

M0>) 136 X-mZtlt-ibS® 0. 13 g &H&/9mrtvmm 5 ml + K 80% mcpba 0. 14 g 

to®., 2 mm : ^mnLtzoKJtm^M^mnm^mts^u^m^mfmu^mmxim 
ttif jr^txi : 1 ( V /v» a*ai=-cms«ftr * ztiz*y. 1-0, 5-i?7;i,tP7 1 ^u) - 

3-7ir;^(5-7ir;M ^>x;U7tx^;u-l,3-$/t Kp-2 H-^>y>f 5^7— ;u 

-2— PJ^» ^P/\°>-1,3-^7|->94 mg£|#fc„ 
USS^J 404 

£%0|239 T?&&*lfcfc£tt 145 mg ££t?*Qn**48;fc 3 ml £*ftL.80% mcpba 80 mg $ 

K*ft»u teTmmvr ^%izxnm^^ismm^Km^ Ltz&, ±ctz9M&nr *m 
tmrvi-izxft&L.muk-w-* <ioo:Kv/v))»m»«fcy i-(3,6-i?^tP7i- 

;U) -3-7i-;U-2-{5-[(1 -?M^>Kfcf'J v>-3—OU;/^U) 75/]-1.3-e?t K 
P-2H-^>^ = *V-;U- 2 — < ij 7^} 7P/<>-1 , 3-i?*> 92 mg 
405 

£IIEftl 131 T*#bftfefc£^(62mg)G) THF/7k=1/1 »«(4inl) tft»(2ml) Sftlit.MT? 4 

fc. #*i **et -can l , » & $«>'j w mmi vi * < m m m tmu ■. n t-% 
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=20: 1 (v/v) ) X-mm-t & - £ \Z J: U , 1- (3, 5-*7 7WP7i =JU) -2- (5- tKP + y/fJI/- 
1,3-vt KP-2H-^>VV 5dry-JI/-2--f 'jT»-3-7x-;U^P/0-1,3-i?7h>(43mg 1 
89%) 

406 

SUtftl 393 •C»&^fc<fc^» 0. 30 g £#t?l>/-*»» 6 ml *|=BMba£o. 03 g 
**»BBftT8.5l$nBSai-r»#Lfc.S**+(DH»tt*a*L,aa**EH*Lfc» f 
£ t fcS^ **5Mn7 W Vi- (ftttl ft ; $PP*M : /*/-*=1 00 : 3 (v/v) ) "CUfi-r * - £ 1- cfc 
U . 2- {5- [ (1 > 7* 4 5 ? 7-;U- 5 --f )U * ^U) 7 5 / ]-1 , 3- S? t K P *7 7 •< 5 ? 7-;u 
-2-T IJ r >} -1 - (3. 5- v 7 )lt P 7 i -;U) -3- 7 x zi ;u 7 P / * 7-1 , 3- 7 (24 mg 1 2%) £ 

HSSM407 

mmm m xm^iitzit^ m mg zstim-mmfe 5mi tN^yftv^^nMo mg £as 

-5 ^ t led; y ,1- {2-[i- (3, 5- e?7;u* p /<> yy -2-** 7 - 2 - 7 x -;ux?- y 7*7]- 

2,3-xt KP-1H-^77^5?7-n>-5-^;U}-3-7i^U7^^UT0.19 g t= 0 
HJSfll] 408 

-3f>K^B'jr *g^tg(356mg)<Z)7th-KI*j§>$(10inl) \Z.iW)kV/ V (325tng) «fct/HJif*75> 

(0. 836 m i) ttiaz., ?K;tT 1.5 RisHgtt Lfc.7k£*Dx.. y iwi-rA-etta U H*«EH7r*«A 

T?K»Lfc.™^«ETTf«i U'»&ftfc»ftl=HK>(lftnl) 1 $|BIA]&jl3iE L 

fc.SS.*T?ft*PU gffiffl 196 T»#&*lfc<b*«K255mg)fl!>7th=hW»a(6inl)*3!n*. SiSt 
18 «IHHt Lfc. JElCft£*ETT?M L. fc&ftfcM*'/!*** m^oW (ttfcbft ; *p 
D*W:>5;-*=10:1 (v/v)) L. £M ($P0*M: j4/-*:Atf» "f § Z £ Irj: y . 1-{2-[1- 

(3, 5- V 7 JU* P * 7 W ;U) -2-** 7-2-7 x =. JUX f - U 7 s 7] -2, 3-7 t K P -1H-* 7 TV 
5 $V-;b-5-M-3- If y v7-3--< l^T (108mg, 42%) £ftfc„ 
HJjgiM 409 

Sgjfcttl 405 -e»&*lfcft^ft(174rag)©*/*PPit»»?a(5ml) IC NM0(100mg) &&Xf MS4A 
x. M;UT* 1 o # m& L fc 0 cF b lc tpap (8m g ) £fln X. , g£T? 30 L fc„ ££ft £vW 
$P?M* 77-f- (ttfcU ft ; *PP*M : ^/-JV=40 : 1 (v/v) ) 7*fR&? £> Z t IZ «fc y , 2- [1- (3. 5-*7 7 P 
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;i/)-2-t+V-2-7ir;Hf ij x>]-2, 3-vt KP-1H-^>y-< 5^V*-;U-5-* 
K(76mg, 44%)£#fc 0 

SMIJ427 

N-{2-[l -^>^;U-2-(3, 5-i5WP7i-Jb)-2-^yifiJf>] 
-2, 3-vt KP-1 SVV-JU-S-J M-4-t?j\,Kyy-x,\,t^7 

5 K3 7 emg.y'yilP^MOml.^-J-IOmlO;!^!^^ 

mk'jQlhriH-lztfL.mmT'fetilL, N-{2-tl ~'<>'Ar;i,-2-(3 I 5-$?7;U;j- 

a7i-;i,)-2-t J FVifUf>]-2, 3-vt Kp-1 H-/oy^5^ry-;u-5 

I^-'Mr-y-vfr U 181mg(47%) (Dlfciktntzo 

Hife0>)434 

2-(5-75/-1, 3-vt KP-2H-^>^?^/-JI/-2-^ U^V) -1 - 
(3, 5-y7M07ii;W -3-7ir;^>-l, 3-vt>400mg,I^ 
/-;H Om I <D»»IcMTtrn^fK>V*hy77*-*168n«$ilDit,S*a$SSI=T20^ 

(100:1 (v/v))T?»aiU 1 -(3, 5-V7MP7IZJW - 2 -[5 ^7 5 J - -\ , 
3~vt Kn-2H-^»/-f5^/Hl,-2-^«Jf>] -3-7i^P/^-1, 
3 - V^ V1 63mg (48%) 
HJ60IJ447 

2-[5- (4-7 5 y ^< v e;;u7 s y ) -1 , 3-e? t K □ - 2 h - /< v y = ^ y-;u-2--r yf>]- 

1-(3,5-i;7 < ;U^-P3'i^;U)-3-(3-y^JU^ir.;u)^p / ^- 1i 3_^ > 0 28 gfej;^ 
ft2-*Pn-1-^»f 'J'/ ZWO. 1 7 g£#fcy' m^m^lZH, N-y 477' Pf *E»73H). 23 ml «fe 
N, N'-C/-tert-r Httl*' ;*) f ftU70. 18 gSfUfcgttflft. tt2BmHtttt$1*fe.5&ft&a 
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mr mw?w in-\zx*m u vm&. jhw> a -.i (v/v) ) j§fflgp<fc y n, n>- (i?-tert-? h * 

;U7t?n;u) -N"- [4- ( [2-[l - (3, 5- ? n,* □ * > »/-f ;u) -2-** V-2- (3-* x =. 
JWlh-tZ)-^ 'j J r>]-2,3-e?t Ko-ro-'Oy-f syy— ;u-5--f ;l^75/)>f;W7i 
-;U]//7-i?>0.31 g£Hfc 0 
HJS®l448 

Hi6#iJ447i?#bti7=^^^o.3 g^itfeftftx^^JSaa mi *t4mail#r*»i8i^;u» 

% 3 ml £}j§T L&2. 5!$|S!£«# Lfc&. 4 Ct-SfeSSg, £ JlHixf & d fc |Z «fc y N-[4- ( (2- 
[1 - (3, 5- v 7 7U/T P * > y*^ )l) -2-** V-2-(3-^f^7i-;HlF- (Z) -f 'J ~r1s~\—2, 3- 

vt Kn-1H-^>V-T 5^y-;u-5--f;i/T5/}y^;u)^i-;u]'jfT-^> %ifttto.2i 
g£i#fc 0 
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7.74-7.76(2H,m), 13. 15 (2H, s) 


5 


H 


H 


3, 4-diCI-Ph 


3,4-diCI-Ph 


— 


FA: 479 


6 


H 


H 


Fu-2-yl 


Fu-2-yl 





FA: 321 


7 


H 


H 


Th i on-?— v 1 

■ ill Cm. y 1 


Th i nn-?-v 1 




FA- TS? 


8 


H 


H 


2-MeO-Ph 


2-MeO~Ph 


- 


FA: 401 


9 


H 


H 


3-0 2 N-Ph 


3-0 2 N~Ph 




FA: 431, NI: 7. 80-7. 82 (2H,m), 
8. 00-8. 01 (2H, m) , 13. 28 (2H, s) 


IQ 


ll 

Me 


Me 


ntT" 

Ph 


Ph 




FA: 369 


— 7i — 
1 1 


H 


H 


3-F 3 C-Ph 


3-F 3 C-Ph 




FA: 477 


12 


H 


H 


3-MeOCO-Ph 


3-MeOCO-Ph 




^A: 457 


I o 


u" 
n 


u 
n 


9— PI— PUI — DW 
0 01 On 2 rn 


Q_P J . ./"Ml _DU 




7.76 (2H,m). 13.13(2H,s) 


14 


F 


H 


Ph 


ph 




FA: 359 


15 


H 


H 


3-CN-Ph 


3-CN-Ph 




FA: 391 


16 


H 


H 


3-(PhC0)Ph 


3-(PhC0;Ph 




FA: 549 


17 


H 


H 


3-AcO-Ph 


3-AcO-Ph 




FA: 457 


18 


H 


H 


4-iPr-Ph 


4-iPr-Ph 




N1:1.03(d,6H.J=9j,2.68(m,1H), 
13. 11 (m, 2H) 


19 


F 


H 


3-Me-Ph 


3-Me-Ph 




FA:387,N1:2. 11 (6H, s),6. 17- 
7.18 (9H, m) , 7. 50-7. 73 (2H, m) , 
13. 14-13. 19(2H,m) 


20 


MeO 


H 


3-Me-Ph 


3-Me-Ph 




FA: 399 


21 


H 


H 


3,5-diF-Ph 


3, 5-diF-Ph 




FA: 413 


173 


H 2 N 


Cl 


3, 5-diF-Ph 


3-Me-Ph 




FA: 440 


429 


4-AcNH-PhCH 2 NH 


CI 


3,5-diF-Ph 


3-Me-Ph 




FA:587 




EX 




A 


B 


Sa 


DAT 


22 


PhC0CH 2 0C0 


Ph 


Ph 




FA: 503 


23 


PhCO 


Ph 


Ph 




FA: 445 


26 


H 


Ph 


3. 5-diF-Ph 




FA: 377. N1 : 7. 30-7. 34 (4H, m) , 7. 74-7. 76 (2H, m) , 
13. 15(2H, s) 


27 


H 


3-Me-Ph 


Ph 




FA : 355, N1 : 2. 1 0 (3H. s) , 7. 72-7. 74 (2H. m) , 
13. 11 (2H, s) 


28 


H 


3-0 2 N-Ph 


Ph 




FA : 386, N1 : 7. 74-7. 79 (3H, m) , 7. 93-7. 98 (2H, m) , 
13.20(2H, s) 


29 


H 


Ph 


3, 5-diMe-Ph 




FA: 369. NI : 2. 07 (6H. s) , 6. 68 (1 H, s) . 1 3. 1 1 
(2H. s) 


30 


H 


Ph 


3-AcO-Ph 




FA: 399 


31 


H 


Ph 


3-Br-Ph 




FA: 41 9, NI : 6. 99-7. 03 (1H, m) , 7. 73-7. 75 (2H, m) . 
13.12 (2H. s) 


32 


H 


Ph 


2,6-diF-Ph 




FA: 377 
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EX 


R 2 


A 


6 


Sa 


DAT 


33 


H 


Ph 






FA: 399 


34 


MeOCO 


Ph 


DU 

rn 




FA: 399 


35 


H 


o, *t uir rfi 


Q— n M DU 

o-u 2 N-rh 




HA: 422, N2:6. 46-6. 56 (1H, 
m) , 6. 83-6. 93 (2H r m) , 7. 30- 
L oO voH, m; , 7. 72-7. 87 (1 H, 
m;, /. yo-o. ^I2n, nv, 12.79 


36 


H 


Ph 






rf\ . *J4^, Nl . /. za-/. J3 (on, nv , 
7 74-7 77f9H 11 IK /"ou 
s) 


37 


0,N 


3,5-diF-Ph 


Ph 





FA- 42? 


38 


H 


3, 5-diF-Ph 


Th i op-2-y I 





FA: 383 


39 


H 


3-(CI-CH,)Ph 


Ph 




FA* IRQ 


40 


H 


3-H 2 N-Ph 


3 f 5-diF-Ph 


HCI 


FA '392 N1*6 90-7 94 tan 

m) 7 71-7 79 (2H 11 in 

(2H, s) 


41 


H 


3-H,N-4-Me-Ph 


3, 5-diF-Ph 


HCI 


FA: 406 


42 


H,N 


Ph 


Ph 




FA: 356 


43 


H 


3-H,N-Ph 


Ph 




FA: 356 


44 


H 


Ph 


3- (EtCONH) Ph 




FA: 412 


45 


H 


3-(MeG0NH)Ph 


3-(MeC0NH) Ph 




FA: 455 


46 


PhCONH 


Ph 


Ph 




FA: 460 


47 


H 


Ph 


3-lPh(CH 9 hC0NHlPh 




FA: 516 


48 


H 


3-(PH-vlCH,0CMi)Ph 


3, 5-diF-Ph 


HCI 


FA: 511 


49 


H 


3,5-diF-Ph 


3-(Et,NCH 9 C0NH)Ph 


HOI 


FA: 505 


50 


EtCONH 


Ph 


Ph 




FA: 412 


51 


PhCH^CONH 


Ph 


Ph 




FA: 474 


52 


H 


3,5-diF-Ph 


3-lEt 2 N (CHJoCCffflPh 


HCI 


FA: 519 


79 


H 


Ph 




FA: 475 


80 


H 


4-CICH,-Ph 


4- (Mo-4-y I CH,) Ph 


128 


FA: 488 


81 


H 


3-{Et,N(CH,),lPh 


3-{Et^J(CH,),)Ph 




FA: 511 


82 


H 


Ph 


3-HO-Ph 




FA:357, N1:6.45-6. 48(lH,m), 
9. 22(1H. s), 13.04 (2H. s) 


83 


H 


IHM-ylGH 2 Wffh 


3. 5-diF-Ph 


HCI 


FA: 472, Ml :4. 28 (2H, s), 6. 43- 
7.02(7H.m),7.25- 80(5H,m), 
9.06(1H.s), 13.09(2H,s), 
14.3-14.8 (2H, m) 
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EX 


R 2 


A 


B 


Sa 


DAT 


84 


H 


Ph 


Py-3-ylCH ? NHPh 


HCI 


FA: 447 


85 


H 


Ph 


3-(4-AcNHPhCH,NH)Ph 




FA: 503 


86 


H 


3-(PrNH)Ph 


3, 5-diF-Ph 


HCI 


FA: 434, N1:0. 93 (3H, t), 
1.45-1.65 (2H,m), 3.01 
(2H, 0 , 6.90-7. 37 (9H, 

\ T ^ f\ T AA /All \ 

m) , 7, 70-7. 80 (2H, m) , 

10. 10 \£.W t s) 


87 


Pv-3-v 1 CHJIH 


Ph 


Ph 
n i 




FA -447 W1 -4 *\9(m 9H) 
6 40-6 89 (3H m) 6 99- 

V » IV V* WW \vl 1) ill/ f "* 

7.43(12H,m),7.78-8.64 
(3H, m), 12.79 (2H, m) 


88 


H 


3, 5-diF-Ph 


3-(Ph (CH 2 ) 3 NH)Ph 


HCI 


FA:510 


89 


+-.(AcNH)Ph(HNH 


Ph 


Ph 


— 


FA: 503 


90 


H 


3, 5-diF-Ph 


3-(MeO(CH 2 ) 2 NH)Ph 


HCI 


FA: 450, N1:3. 13-3. 25 
(2H,m),3. 30 (3H, s),3. 42 

A Cf\ /All \ /» r~ t f\ r" 

-3. 50 (2H, nO , 6. 65-7. 05 

/"JU \ 1 AC *7 A"T /AM 

(7H r m) , 7. 25-7. 37 (2H t 
nv,/.uO-/. to UH, nv, 
io. 10. i o vZn, ny 


117 


H 


3 4 5 -triF-Ph 

\J f ■ i W| LI II III 


3-0„N-Ph 




FA : 440 


118 


H 


3, 5-diF-Ph 


Naph-2-y 1 





FA: 427 


119 


H 


Benzo [b] Th i op-2-y 1 


Benzo [b] Th iop-2-y 1 





FA: 453 


120 


H 


3, 5-d i F-Ph 


4-CI-3-N0 2 -Ph 




FA: 456 


121 


H 


3, 5-diF-Ph 


3-0 2 N-2-Me-Ph 





FA: 436 


122 


H 


3, 5-diF-Ph 


Benzo [b]Thiop-2-yl 





FA: 433 


123 


H 


3, 5-diF-Ph 


4-CN-Ph 





FA: 402 


124 


H 


3, 5-diF-Ph 


3-0 2 N-4-MeO-Ph 


— 


FA: 452 


125 


H 


3, 5-diF-Ph 


5-0 2 N-Fu-2-yl 




FA:412 


126 


PhC0-OCH 2 


Ph 


Ph 




FA: 475 


127 


Ac 


3, 5-diF-Ph 


Ph 




FA:419 


128 


3-0 ? N-PhCH 9 NH 


3, 5-diF-Ph 


Ph 




FA: 527 


129 


0 9 N 


3, 5-diF-Ph 


3-Me-Ph 




FA: 436 


130 


3-0 9 N-PhC0NH 


3, 5-diF-Ph 


Ph 




FA: 541 


131 


TBS-0CH 2 


3, 5-diF-Ph 


Ph 




FA: 521 


132 


PhCH 2 0 


3, 5-diF-Ph 


Ph 




FA: 483 


133 


0 2 N 


3, 5-diF-Ph 


3-0 2 N-Ph 




FA: 467 


134 


0 2 N 


3, 5-diF-Ph 


3-F-Ph 




FA: 440 


135 


0 2 N 


3, 5-diF-Ph 


3-0 2 M-4-Me-Ph 




FA: 481 


136 


PhCH 2 S 


3, 5-diF-Ph 


Ph 




FA: 498 


137 


Py-3-ylCH 2 NHS0 2 


3, 5-diF-Ph 


Ph 




FA: 547 


138 


0 2 N 


3, 5-diF-Ph 


4-Me-Ph 




FA: 436 
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r~\j 

EX 


R 


1 A 


B 


Sa 


DAT 


139 


0 2 N 


3. 5-diF-Ph 


4-F 3 C-0-Ph 


— 


FA: 506 


140 


0 2 N 


3,5-diF-Ph 


3-F 3 C-Ph 


— 


FA: 490 


141 


0 2 N 


3.5-diF-Ph 


2-F 3 CH3-Ph 


— 


FA: 505 


142 


0 ? N 


3,5-diF-Ph 


4-CI-Ph 


— 


FA: 456 


143 


0 2 N 


3,5-diF-Ph 


4-F-Ph 


- 


FA: 440 


144 


0 2 N 


3,5-diF-Ph 


2,3-diMe-Ph 


— 


FA: 450 


145 


0 2 N 


3,5-diF-Ph 


3-MeO-Ph 


— 


FA: 452 


146 


Py-3-y 1 CH 2 0 


3,5-diF-Ph 


2, 3-diMe-Ph 


— 


FA:512 


147 


Py-3-y 1 CH 2 0 


3,5-diF-Ph 


3-Me-Ph 


— 


FA: 498 


148 


0 2 N 


3,5-diF-Ph 


2-MeO-Ph 


— 


FA: 452 


149 


0 2 N 


3.5-diF-Ph 


6-CI-Py-3-yl 


— 


FA: 457 


150 


0 2 N 


3,5-diF-Ph 


3-CN-Ph 


— 


FA: 447 


151 


0 2 N 


3,5-diF-Ph 


Naph-1-yl 


— 


FA: 472 1 


152 


0 2 N 


3,5-diF-Ph 


_ 4-CN-Ph 


— 


FA: 447 


153 


0 2 N 


3, 5-diF-Ph 


3,4-diF-Ph 


— 


FA: 458 


154 


0 2 N 


3,5-diF-Ph 


4-FjC-Ph 


— 


FA: 490 


155 


0 2 N 


3,5-diF-Ph 


3-AcO-Ph 


— 


FA: 480 


156 


0 2 N 


3,5-diF-Ph 


Thiop-2-yl 


— 


FA: 428 


I 0/ 




3, 5-d i F-Ph 


2,3-diMeO-Ph 




FA: 482 


158 


0 2 N 


3-Me-Ph 


3-Me-Ph 




FA:414 


160 


0 2 N 


3, 5-diF-Ph 


3-AcO-2-Me-Ph 




FA: 494 


161 


4-0 2 N-PhCH,NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 541 


162 


0 2 N 


4-F-Ph 


3-Me-Ph 




FA:418 


163 


0 2 N 


2-MeO-Ph 


3-Me-Ph 




FA: 430 


164 


0 ? N 


2,3-diMe-Ph 


3-Me-Ph 




FA: 428 


165 


Py-3-yl (CH 2 ), 


3,5-diF-Ph 


3-Me-Ph 




FA: 496 


166 


4-0 2 N-PhCH,0 


3, 5-diF-Ph 


3-Me-Ph 




FA: 541 


167 


H 


3, 4,5,-triF-Ph 


3-H,N-Ph 


HCI 


FA: 410 


168 


H 


3,5-diF-Ph 


3-H 2 N-2-Me-Ph 


HCI 


FA: 406 


169 


H 


3, 5-diF-Ph 


3-H 2 N-4-CI-Ph 




FA: 426 


170 


H 


3,5-diF-Ph 


3-H 2 N-4-MeO-Ph 




FA: 422 


171 


H 


3, 5-diF-Ph 


5-H 2 N-Fu-2-yl 




FA: 382 




WO 02/02533 



PCT/JP01/05813 



M20 




EX 


R 2 


A 


B 


Sa 


DAT 


159 


4-0 2 N-PhCH 2 NH 


3,5-diF-Ph 


2,3-diMe-Ph 




FA: 555 


172 


3-H 2 N-PhC0NH 


3, 5-diF-Ph 


Ph 


— 


FA: 511 


174 


3-H,N-PhCH ? NH 


3, 5-diF-Ph 


! Ph 


— 


FA: 497 


175 


H 2 N 


3, 5-diF-Ph 


3,5-diF-Ph 


— 


FA: 428 


176 


H 2 N 


3, 5-diF-Ph 


3-H 2 N-4-Me-Ph 


— 


FA: 421 


177 


H 2 N 


3, 5-diF-Ph 


3-H 2 N-Ph 


— 


FA: 407 


178 


H 2 N 


3, 5-diF-Ph 


2-Me-Ph 


— 


FA: 406 


179 


H 2 N 


3, 5-diF-Ph 


3-F 3 C-0-Ph 


— 


FA: 476 


180 


H 2 N 


3,5-diF-Ph 


3-F 3 C-Ph 


— 


FA: 460 


181 


H 2 N 


3, 5-diF-Ph 


4-F-Ph 


— 


FA:410 


182 


H 2 N 


3, 5-diF-Ph 


2,3-diMe-Ph 


— 


FA: 420 


183 


H 2 N 


3, 5-diF-Ph 


3-Me0-Ph 


— 


FA: 422 


184 


H 2 N 


3,5-diF-Ph 


2-Me0-Ph 


— 


FA: 422 


185 


H 2 N 


3,5-diF-Ph 


2, 5-diF-Ph 


— 


FA: 428 


186 


H 2 N 


3. 5-diF-Ph 


6-CN-Py-3-yl 


— 


FA: 427 


187 


H 2 N 


3,5-diF-Ph 


3,5-diMe-Ph 


— 


FA: 420 


188 


H 2 N 


3,5-diF-Ph 


3-CN-Ph 


— 


FA: 41 7 


189 


H 2 N 


3,5-diF-Ph 


4-CN-Ph 


- 


FA: 41 7 


190 


H 2 N 


3,5-diF-Ph 


Naph-1-y I 


— 


FA: 442 


191 


H 2 N 


3. 5-diF-Ph 


3,4-diF-Ph 


— 


FA: 428 


192 


H 2 N 


3, 5-diF-Ph 


5-Br-Py-3-y I 


_ 


FA: 501 


1 «70 




o, o air r n 


O ftCU rn 




r ft. *fOU 


1 CM 

ism 


U M 

rl 2 N 


o, o-d 1 1 — Ph 


2, 3 - d i MeO-Pn 




FA : 452 


195 


H 2 N 


3, 5-d i F-Ph 


Th i op-2-y 1 




FA: 398 


1 Qfi 

1 V/U 


U M 


o, O air rn 


rrl 






197 


H,N 


3,5-diF-Ph 


3-Me-Ph 




FA: 406 


198 


H 2 N 


3,5-diF-Ph 


3-AcCH2-Me-Ph 




FA: 464 


199 


4-H 3 N-PhCH 2 NH 


3,5-diF-Ph 


3-Me-Ph 




FA:511 


200 


4-H 2 N-PhCH 2 0 


3, 5-diF-Ph 


3-Me-Ph 




FA: 542 


201 


H 2 N 


4-F-Ph 


3-Me-Ph 




FA: 388 


202 


H 2 N 


2-Me0-Ph 


3-Me-Ph 




FA: 400 


203 


H 2 N 


2,3-diMe-Ph 


3-Me-Ph 




FA: 398 


204 


PhCONH 


3,5-diF-Ph 


Ph 




FA: 496 


205 


4- (Et,NCO)PhCH ? NH 


3, 5-diF-Ph 


Ph 




FA: 581 


206 


Py-2-ylCH 2 C0NH 


3,5-diF-Ph 


Ph 




FA:511 


207 


(4-Me0-Ph) (CH 2 ) 2 C0NH 


3,5-diF-Ph 


Ph 




FA: 554 


208 


3-F-PhC0NH 


3, 5-diF-Ph 


Ph 




FA: 51 4 


209 


4-Me0-PhCH 2 C0NH 


3. 5-diF-Ph 


Ph 




FA: 540 


210 


4-Me,N-PhC0NH 


3, 5-diF-Ph 


Ph 




FA: 539 
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; EX 


R 2 


B 


Sa 


DAT 


211 


_L 4-Ac-PhCONH 


Ph 


— 


FA: 538 


2.12 


2-Me-PhCONH 


Ph 


— 


FA:510,N1:2.42(3H, s), 6.90- 
7.00(3H,m),7.11-7.21 (3H.nO, 
7. 29-7. 34 (4H, m) , 7. 38-7. 40 

(1H 7 AQttU A 1-7 QtM 
V in, , /. *r3 Un, u, d-/. onz^ . 

7.56(1H dd J = 8 fi 1 5^7) 

7 67(1H,d, J=8. 8Hz). 8. 37 (1H, 

s). 10.45C1H. s),13.10(1H, s),1 

3. 14 (1H, s) 


213 


A— Ar-NH-PhPnMH 


rr) 




rA: 000 


214 


Pv-3-v I -CONH 

> y v y 1 uuiii 1 


Ph 

r n 






215 


3-CI-PhCONH 


Ph 






216 


MeOCO (CH 9 ) 2 C0NH 


Ph 


_ 


FA : 506 


217 


1 4-Me0C0-PhC0NH 


Ph 




FA: 554 


218 


4HY!e-PhCH ? C0NH 


Ph 




FA • 524 


219 


BenzolM-5-yIC0NH 


Ph 





FA: 536 


220 


Thiop-2-ylC0C0NH 


Ph 




FA: 530 


221 


3-AcNH-PhCH 2 NH 


Ph 





FA: 488 


222 


3- (cPrNHCO) PhCH 2 NH 


Ph 




FA: 565 


223 


4- (4-F-PhNHNHC0) PhCH,NH 


Ph 




FA: 634 


224 


4-H 9 NC0-PhCH,NH 


Ph 




FA: 525 


225 


4-(iPrNHC0)PhCH,NH 


4-F-Ph 




FA: 585 


226 


Pyra-2-ylC0NH 


3-Me-Ph 





FA:512 j 


227 


Py-3-ylC0NH 


4-F-Ph 




FA:515 


228 


cPrNHCO 


2-Me0-Ph 




FA: 595 


229 


H 2 NC0 


2-MeO-Ph 


— 


FA: 555 


230 


PhO-CONH 


Ph 




FA:512 


231 


MeSOpNH 


Ph 


— 


FA: 470 


232 


4-AcNH-PhS0 ? NH 


Ph 




FA: 589 


233 


4-F-PhS0pNH 


3-Me-Ph 




FA -566 


234 


4-MeO-PhS0 2 NH 


4-F-Ph 




FA: 600 


235 


3-F 3 C-PhS0 ? NH 


2-MeO-Ph 




FA: 551 


236 


N=< M e 

1 2> — S 0 2 N H 

0 M e 


2-MeO-Ph 




FA: 587 


237 


HN^ ^Tr^ 5555 ^! SO MH 

i 1 ou 2 WH 


Ph 




FA: 587 


238 


6-F 3 C-Py-3-vlCH ? NH 


Ph 


HCI 


FA: 550 


239 


Py-3-ylCH ? NH 


Ph 




FA: 483 


240 


Me (Pv-3-vlCH ? )N 


Ph 




FA: 497 


241 


' 4-AcNH-PhCH 2 NH 


Ph 




FA: 539, N1:2. 02 (3H, s),4.22( 
2H.ni), 6. 34(1H,m),6. 65-7. 53 
(15H.ni), 9. 88(1H, s),12. 81 
(2H, m) 


242 




Ph 




FA: 639 


243 


0 or 


Ph 


HCI 


FA: 669 
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EX 


R 2 


B 


Sa 


DAT 


244 


1 -Me-5-F 3 C-Py r azo-3-y 1 Th i op-2- 
ylCHjNH 


Ph 


HCI 


FA:636,M1:3. 99 (3H. s). 
4.58(2H.s). 6.82-6. 95 (5H, 
m), 7.09-7. 20 (4H, m),7.23 
(1H, d, J=2. 5Hz).7.27-7. 29 
(2H, m) , 7. 40 (1H, d, J=3. 4Hz) 
, 7. 51 (1H, d, J = 8. 7Hz), 
12.89(1H, s), 12. 95(1H, s) 


245 


Py-4-ylCH 2 NH 


Ph 


— 


FA: 483, N1: 4. 34 (2H, d, J=5. 8Hz 
),6. 55(1H,t, J=5. 8Hz),6. 68 
(1H,dd,J = 8. 8, 2. 5Hz) , 6. 82- 
6. 94 (4H, m) , 7. 09-7. 1 8 (3H, m), 

-? n f\ /mi 1 1 _ ft Oil \ 1 Oft 

7. 29 (2H, d, J = 8. 3Hz) , 7. 38 

/OU J 1 — C OU_\ "7 AC /1U J 

un, d, J - o. oriz; , /. 4o U H, d, 

I — Q QU^\ Q El fOU A 1 

J - o. onZ) , O. 01 Urlf d, J 
—0. onZJ t \L, / / V I n, SJ , 1 £. Oo U 

H, s) 


246 


(4-Me 2 N-PhCH,) ,N 


Ph 




FA: 658 


247 


4-H0OC-PhCH,NH 


Ph 


— 


FA: 526 


248 


3-H0-5-H0CH 3 -2-Me-Py-4y 1 CH ? NH 


Ph 




FA: 543 


249 


6-CI-imidazo[1, 2-a]Py-3-ylCH,NH 


Ph 




FA: 556 


250 


I M-3-y I CH,NH 


Ph 


2HCI 


FA: 472 


251 


A A ~Mll nLAII Mil 

4-AcNH-PhCH 2 NH 


3-Me-Ph 




|— A CCO KM n t\f\ /Oil \ O ■< A /o 

FA:553, N1 : 2. 02 (3H, m) , 2. 14(3 

n, SJ , H. £\ \£.n t 0/ , 0. oU /. 1 0 

(10H m) 7 25-7 55 (5H m) 
9. 85-9. 90dH.nO, 12. 76- 
12. 90 (2H, m) 


252 


Thiaz-2-ylCH ? NH 


Ph 


— 


FA: 489 


253 


PhCOCH 2 NH 


Ph 


— 


FA:510 


254 


l-Oxido-Py-4-ylCHpNH 


Ph 


— 


FA: 499 


255 


5- (4-C 1 -Ph) Fu-2-y 1 CH,NH 


Ph 


HCI 


FA: 582 


256 


Thiaz-5-ylCH 2 NH 


Ph 


2HCI 


FA:489,N1:4.77(2H,s), 6.88- 
6.98(3H,m),7. 11-7. 21(4H, m), 
/. 00 un, d, J- /Hz; , /. oo U H, 

(1H, d, J=4 Hz) , 9. 15 (1H, d, J = 9 
Hz), 13.10(2H, br) 


257 


5, 6-diCI-Py-3-yl-CH 2 NH 


Ph 


— 


FA: 551 


258 


Pyrazi-3-ylCH 2 NH 


Ph 




FA: 484 


259 


5-Br-Py-3-ylCH 2 NH 


Ph 




FA: 561 


260 


Pyrim-5-ylCH 2 NH 


Ph 




FA: 484 N1:4.35(2H, m), 6.47 
-9.12(15H,m),12.84(2H,m) 


261 


6-Me-Py-3-ylCH 2 NH 


Ph 




FA: 497 


262 


2-Me-Py-3-ylCH 2 NH 


Ph 




FA: 497 


263 


3-F 3 C-PhCH 2 NH 


Ph 




FA: 550 


264 


2-0H-PhGH 2 NH 


Ph 




FA: 498 


265 


1-Me-IM-2-ylCH 2 NH 


Ph 




FA: 486 


266 


3-H0OG-PhCH 3 NH 


Ph 




FA: 526 


267 


3-MeO-PhCH 2 NH 


Ph 




FA: 512 


268 


4-0 2 N-PhCH 2 NH 


Ph 




FA: 527 


269 


Py-3-y 1 GHjNHGH, 


Ph 




FA: 497 


270 


4-F-PhCH 2 NH 


Ph 




FA: 500 



WO 02/02533 



PCT/JP01/05813 



48 

22 gmz 



271 
272 


t> AcNH-Py-3-vlCH,NH 
L 4-H0-PhCH,NH 


Ph 
Ph 







FA: 540 
FA: 498 


273 


PhCH 2 NH 


Ph 


— 


FA: 482 


276 
277 


4-AcNH-PhNHCH, 


Ph 




FA: 539 


278 


Py-3-ylNHCH f 
4-AcNH-PhCH,NH 


Ph 

3-F-Ph 







FA: 483 
FA: 557 


279 


lPy-3-yU (CH 2 ) 2 NHCH, 


Ph 




FA: 511 


280 


4-Br-Thiop-2-ylCH,NH 


Ph 




FA: 567 


281 


Py-3-ylCH,NH 


3-F-Ph 




FA: 501 


282 


2-H 2 N-Py-3-yICH,NH 


Ph 


HCI 


FA: 498 


283 


H 


Ph 


HCI 


FA: 584 


284 


4-CN-PhCH,NH 


Ph 




FA: 507 


285 


4-Me0C0-PhCH,NH 


Ph 




FA: 540 


274 


4-AcNH-PhCH 2 NH 


3-H.N-4-Me-Ph 




rf\ : ODB, HM1. By 13H, s) , 2. 02 (3H 
s) 4 21 m) 4 77 (9H 

6. 25-6. 95(9H,m),7.25-7. 55 
(5H,m),9.88(1H,s),12. 68 (1H. 
s). 12. 77 (1H. s) 


275 


~~ 4-AcNH-PhCH 2 NH 


3-H 2 N-Ph 




FA:554.N1:2.02(3H, s),4.2l(2H 
,m),5.00(2H,s),6.45-7.00 
(10H, m),7.28-7.56(5H,ni), 
9.88(1H, s),12. 70(1H.s), 
12: 79(1H. s) 


«o I 4-AcNH-PhCH 2 NH 


4-Me-Ph 




FA: 553 



WO 02/02533 
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^23 




EX 




B 


Sa 


DAT 


287 


4-AcNH-PhOH.NH 


C V rpj \J nil 






288 


4-AcNH-PhCH 2 NH 


3-CI-Ph 




FA: 573 N1 : 2.02(3H, s), 4.22(2H, d, J = 
4.9Hz), 6.36(1H, t, J = 5.8Hz), 6.70(1H. dd, 
J = 8. 8, 2. 0Hz) , 6. 88-6. 92 (3H, m) , 6. 98 (1H. 
tt, J = 8.3, 2.4Hz). 7.12-7.16(1H, m), 
7. 20-7. 26 (3H, m), 7.32(2H, d, J = 8.7Hz), 
7.440H, d, J = 8.8Hz), 7. 53 (2H, d, J = 8.3Hz), 
9.88(1H, s). 12.8K1H, s), 12.90(1H, s) 


289 


A A _ Ml 1 ni_/"U 1 kill 

4-AcNH-PhCH 2 NH 


4-F-Ph 




FA: 557 N1:2. 01 (3H, s), 4. 21 (2H, m) , 

D. O^Un, S) , 0. DO /. OO \ 1 H-H, ITy f 9. u/Un, ' 

s), 12.80 (2H, m) 


290 


4-AcNH-PhCH 2 NH 


2,3-diMe-Ph 


— 


FA: 567, N1 : 2. 01 (3H, s) , 2. 02 (3H, s) , 2. 10 (3H, s) , 
4. 21 (2H, s) , 6. 35 (1 H, br) . 6. 67-6. 73 (3H, m) . 
6. 77-6. 94 (5H, m) , 7. 31 (2H, d, J=9Hz) , 7. 43 (1 H, 
d, J=9Hz) , 7. 52 (2H, d, J=9Hz) ,9. 88(1H, s), 12. 85 
Un, s) , \L. y4 vln, s; 


?Q1 




O IYI6U ril 




d. J = 5 3Hz) 6 35 (IH t J = 5 6Hz) 6 67 (1H 
dd, J = 8.8, 2.5Hz), 6.7K1H, dd, J = 8.3, 
2.5Hz), 6. 79 (IH. s), 6. 86-6. 87 (4H, m). 
6. 92-6. 97 (1H. m), 7. 02 (IH. t, J = 7.8Hz), 
7. 31 (2H, d, J = 8. 3Hz) , 7. 42 (IH, d, J = 8. 8Hz) . 
7.53(2H, d, J = 8.3Hz), 9.89(1H, s), 12. 78(1H, 
s), 12.870H, s) 


292 


4-HO-3-0 2 N-PhNHCH 2 


Ph 


— 


FA: 543 


293 


4-AcNH-PhCH 2 NH 


2-MeO-Ph 




FA : 569, N1 : 2. 02 (3H, s) , 3. 63 (3H, S) , 4. 22 (2H, d, J 
=5. 3Hz) , 6. 34 (1 H, t, J=5. 9Hz) , 6. 58 (1 H, d, J=8. 3 
Hz), 6. 61-6.71 (2H, m) , 6. 75-6. 78 (2H, m) , 6. 87- 
6. 92 (2H, m) , 7. 00-7. 07 (2H, ra) , 7. 31 (2H, d, 
J=8. 3Hz) . 7. 42 (IH, d, J=8. 8Hz) , 7. 53 (2H, d, J=8. 8 
Hz), 9.88(1H.s). 12.84(1H,s), 12.94 (IH, s) 


294 


4-AcNH-PhCH 2 NH 


3, 5-diMe-Ph 




FA: 567 


295 


4-AcNH-PhCH 2 NH 


3-CN-Ph 




FA: 564 


296 


4-AcNH-PhCH 2 NH 


2-F-Ph 


— 


FA:557,N2:2.19(3H, s), 4.35(2H, s), 6.46- 
7. 87 (15H. m), 9. 93 (IH. s), 12.65 (2H. m) 


297 


4-AcNH-PhCH 2 NH 


4-CN-Ph 




FA:564,N1 :2.01(3H, s), 4. 21 (2H, m), 6. 37 (IH. 
s) , 6. 67-7. 87 (1 4H, m) . 9. 88 (1 H, s) , 1 2. 86 (2H, m) 


298 


4-AcNH-PhCH 2 NH 


Naph-1-y I 




FA:589,N1:2.02(3H, s), 4.23(2H, s), 6.38(1H, 
br), 6. 47-6. 58 (3H, m), 6.71(1H, dd, J = 2 Hz, 
9 Hz), 6.9K1H, s), 7. 17-7. 26 (2H. m). 7.32(2H, 
d, J = 9Hz), 7.42-7. 54(5H. m), 7.64(1H, d. J 
= 8 Hz). 7. 75(1H. d. J = 8 Hz), 8. 14(1H, d. J 
= 8Hz),9.89(1H,s), 12. 90(1H. s). 12. 99 (1H. s) 


299 


4-AcNH-PhCH 2 NH 


3,4-diF-Ph 




FA: 575 


300 


3-CN-PhCH 2 NH 


4-F-Ph 




FA: 525 


301 


4-AcNH-PhCH 2 NH 


2-CI-Ph 




FA:573,N1 : 2.02(3H, s), 4.22(2H, d, J = 
5.3Hz), 6.38(1H, t, J = 5.9Hz), 6.70(1H, dd, 
J = 8.8. 2.0Hz), 6. 83-6. 96 (4H. m). 7.05- 
7.17(4H. m). 7.3K2H. d. J = 8.3Hz). 7.44(1H, 
d. J = 8.3Hz). 7. 53 (2H. d. J = 8.8Hz). 9.88(1H, 
s), 12. 87 (1H. s). 12.970H. s) 
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50 

g 23 <pm% 





4~ACNH rhOn 2 NH 


2, 5-d i F-Ph 




FA:575,N1:2.02(3H, s), 4.22(2H, m), 6.30- 
0.75(211, nv, 6.82-7. 10 (7H, m), 7. 27-7. 57 (5H, 

m \ Q QQ /*, U iO OA_10 AC /OU \ 


303 


4-AcNH-PhCH 0 NH 


2-FoC-Ph 




FA'fi07 N1«9 09 faU A 00 (OU m \ c oofiu 
rn.ou/, m .1. von, sj, 4. ^ Un, ny , b. ooUH, 

m), 6. 60-6 95 (5H m) 7 22-7 56 (9H 
9.88(1H, s), 12. 85-13. 00 (2H, m) 


304 


4-AcNH-PhCH 2 NH 


6-C|-Py-3-yl 




FA: 574 


305 


4-AcNH-PhCH 2 NH 


5-Br-Py-3-yl 


— 


FA: 618 


306 


4-AcNH-PhCH,NH 


3-Br-Ph 




FA:616 


307 


4-AcNH-PhCH 2 NH 


3-AcO-Ph 




FA: 597 


308 


4-H0-3-MeO-PhCH,NH 


3, 5-diMeO-Ph 




FA: 588 


309 


4-H0OC-PhCH 2 NH 


4-F-Ph 




FA: 544 


310 


4-AcNH-PhCH 2 NH 


Th i op-2-y 1 




FA: 545 


311 


4-AcNH-PhCH 2 NH 


2, 3-diMeO-Ph 




FA:b99:Nl :2. 02 (3H, s) . 3. 65 (3H, $) , 3. 66 (3H, s) , 
4.21(2H,d,J =5.8Hz).6.35(1H,t,J=5.9 Hz), 
6. 59-6. 61 (1H. m) . 6. 71 (1H, dd, J=2. 8, 8. 8Hz) , 
6. 74-6. 79 (4H, m) , 6. 85-6. 91 (2H, ra) . 7. 32 (2H, d, 
J=8. 3Hz) 7. 43 (1 H, d, J=8. 8Hz) , 7. 53 (2H. d, J=8. 8 
Hz) , 9. 88 (1 H. s) , 1 2. 84 (1 H. s) . 1 2. 93 (1 H. s) 



m. 24 



,v o5 

H 



EX 


R 2 


B 


Sa 


DAT 


312 


4-LMo-4-yl (CH 2 ) 2 0JPhCH 2 NH 


4-F-Ph 




FA: 629 


313 


4-H0-PhCH 2 NH 


2-MeO-Ph 




FA: 528 


314 


3-Et0-4-Me0-PhCH 2 NH 


3-Me-Ph 




FA: 570 


315 


4-(Me 2 N(CH 2 ) 3 0)PhCH 2 NH 


3-Me-Ph 




FA: 597 


316 


1 , 3-benzoTh i az-6-y I CH 2 NH 


3-Me-Ph 




FA: 553 


317 


4-LMo-4-yl (CH 2 ) 2 0] PhCH 2 NH 


2-Me0-Ph 




FA: 641 


318 


3-H00C-PhCH 2 NH 


2-MeO-Ph 




FA: 556 


319 


3-CN-PhCH 2 NH 


3-Me-Ph 




FA: 521 


320 


1-PhCH 2 -Pipe-4-ylCH 2 NH 


Ph 


HCI 


FA: 579 


321 


PhCH 2 NH 


Ph 




FA: 482 


322 


Naph-2-yl-CH 2 NH 


Ph 




FA: 532 


323 


4-Me-PhCH 2 NH 


Ph 




FA: 496 


324 


3-MeO-PhCH 2 NH 


Ph 




FA:512 


325 


2-CN-PhCH 2 NH 


Ph 




FA: 507 


326 


3-F 3 C-PhCH 2 NH 


Ph 




FA: 550 


327 


3-Br-PhCH 2 NH 


Ph 




FA: 560 


328 


4-H0-PhCH 2 NH 


Ph 




FA: 498 


329 


4-0 2 N-PhCH 2 NH 


Ph 




FA: 527 


330 


4-MeS-PhCH 2 NH 


Ph 




FA: 528 


331 


2-Me0-Naph-1-yl-CH 2 NH | Ph 




FA: 562 
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ft 25 




EX 


R 2 


B 


Sa 


DAT 


332 


5, 6, 7, 8, -tetrahydro-Naph-2-y l-CH 2 NH 


Ph 




FA: 536 


333 


2, 3-d i hydro-benzo [b] Fu-5-y I CH 2 NH 


Ph 





FA: 524 






Ph 
rn 




FA • ^9fi 


335 


n 


Ph 




FA: 540 


336 


3,4-diMeO-PhCH 2 NH 


Ph 


— 


FA: 542 


337 


2,5-diF-PhCH 2 NH 


Ph 


— 


FA: 51 8 


338 


3, 5-diF 3 C-PhCH 2 NH 


Ph 




FA: 618 


339 


5-Et-Fu-2-ylCH 2 NH 


Ph 


— 


FA: 500 


340 


Thiop-3-ylCH 2 NH 


Ph 


— 


FA: 488 


341 


1 -MeO-CO (CH 2 ) 2 -Py r r-2-y I CH 2 NH 


Ph 


— 


FA: 557 


342 


Pen-NH 


Ph 


— 


FA: 462 


343 


PhCH 2 0(CH 2 ) 2 NH 


Ph 


— 


FA: 526 


344 


Ph(CH 2 ) 3 NH 


Ph 




FA:510 


345 


Me (Py-3-yl)CHNH 


Ph 




FA: 497 


346 


4-Pen-PhCH 2 NH 


Ph 


— 


FA: 552 


347 


biPh-4-ylCH 2 NH 


Ph 


— 


FA: 558 


348 


4-F 3 C-PhCH 2 NH 


Ph 




FA: 550 


349 


2-CI-PhCH 2 NH 


Ph 


— 


FA: 51 6 


350 


4-Me0-C0-PhCH 2 NH 


Ph 





FA: 540 • 


351 


3-CN-PhCH 2 NH 


Ph 





FA: 507 


352 


4-Me 2 N-PhCH 2 NH 


Ph 





FA: 525 


353 


4-Pyrrol i-1-y l-PhCH 2 NH 


Ph 





FA: 551 


354 


4-PrO-PhGH 2 NH 


Ph 





FA: 540 


355 


4-H0C0CH 2 0-PhCH 2 NH 


Ph 





FA: 556 


356 


4-PhO-PhCH 2 NH 


Ph 





FA: 574 


357 


3-(3-F 3 C-PhO)PhCH 2 NH 


Ph 





FA: 642 


358 


4-PhCH 2 0-PhCH 2 NH 


Ph 





FA: 588 


359 


4-biPhO-PhCH 2 NH 


Ph 





FA: 650 


360 


2- (4-C 1 -PhS) -PhCH 2 NH 


Ph 




FA: 624 


361 


6-MeO-Naph-2-ylCH 2 NH 


Ph 




FA: 562 


362 


1-H0-Naph-2-ylCH 2 NH 


Ph 




FA: 548 


363 


9H-Fluoren-2-ylCH 2 NH 


Ph 




FA: 570 


364 


2-CI-5-F-PhCH 2 NH 


Ph 




FA: 534 


365 


3,5-diH0-PhCH 2 NH 


Ph 




FA: 514 


366 


2-HO-3-MeO-PhCH 2 NH 


Ph 




FA: 528 


367 


2-H0-4-Me 2 N-PhCH 2 NH 


Ph 




FA: 569 


368 


2-H0-5-0 2 N-PhCH 2 NH 


Ph 




FA: 543 


369 


4-H0-3-0 2 N-PhCH 2 NH 


Ph 




FA: 543 


370 


4-H0-3-Me0-PhCH 2 NH 


Ph 




FA: 528 


371 


2,4-diMe0-PhCH 2 NH 


Ph 




FA: 542 


372 


3-MeO-2-0 2 N-PhCH 2 NH 


Ph 




FA: 557 


373 


4- (Mo- 1 -y 1 ) ^-O.N-PhGH^H 


Ph 




FA: 612 
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Si 26 




PY 


K 


B 


Sa 


DAT 




3, o-d i C 1 -o-H0-"PnCH 2 NH 


Ph 




FA: 566 


o/o 


3, 4~d i MeO-2-Q 2 N~PnCH 2 NH 


Ph 




FA: 587 


o/o 


4-Me0-5 f 6-d i Me-PnCH 2 NH 


Ph 




FA: 540 


oil 


3-H0-4, 5-d i MeO~PhCH 2 NH 


Ph 




FA: 558 


010 
o /o 


1 -PnS0 2 -Pyr r~2-y i CH 2 NH 


Ph 




FA:611 


o/y 


5-Ac0CH 2 -Fu-2-y I CH 2 NH 


Ph 


~ 


FA: 544 


ooU 


5-Me-Th i op-2-y 1 CH 2 NH 


Ph 




FA: 502 


381 


5-Th i op-2-y 1 Th i op-2-y 1 CH 2 NH 


i Ph 


— 


FA: 570 


382 


4-Br-Thiop-2-ylCH 2 NH 


Ph 


— 


FA: 566 


383 


2-Ph-IM-4-ylCH 2 NH 


Ph 


— 


FA: 548 


384 


2-H 2 N-Py~3-yICH 2 NH 


Ph 


— 


FA: 498 


385 


lndo!-3-y!CH 2 NH 


Ph 


— 


FA: 521 


386 


1 - (4-Me-PhS0 2 ) i ndo I -3~y I CH 2 NH 


Ph 




FA: 675 


387 


3-Me-benzo [bj Th i op-2-y I CH 2 NH 


Ph 




FA: 552 


388 


qui no I i n~3-y I CH 2 NH 


Ph 




FA: 533 


389 


5-PhCH 2 (M H-py r r o I o 12, 3-cJ Py-3-y 1 CH 2 NH 


Ph 




FA: 628 


390 


PrNH 


Ph 




FA: 434 


391 


cHex-CH 2 NH 


Ph 




FA: 488 


392 


PhCH 2 NH 


Ph 




FA: 496 


393 


1H>-BenzolM-5-ylCH 2 NH 


Ph 




FA: 550 


394 


4-AcNH-PhCH 2 NH 


3-OH-Ph 




FA: 555 


395 


Me(Py-3-yl)C=N 


Ph 




FA: 495 


396 


Me (Py-3-yDCH.NH 


Ph 


HCI 


FA: 497 


397 


H 


6-Me-Py-3-y I 




FA: 392 


398 


H 


1 -Me-benzo I M~5-y I 




FA: 431 


399 


Me(H0)CH, 


Ph 




FA: 421 


400 


1-0xido-Py-3-ylCHpNH 


Ph 




FA: 499 


401 


HO 


Ph 




FA: 393 



* 27 



Ex 


Str 


DAT 


110 


H o v r\ 

H 0 Kj 


FA: 391 


111 


F 

F 


FA: 394 


450 


M e 


FA: 542, FN: 540 



WO 02/02533 
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53 



a 28 




EX 


R 


A 


B 


Sa 


DAT 




Py-J-y | GH 2 U 


o, o-dil — rn 


Ph 


A. . 1 

Oxal 


FA: 483 


403 


PhCH 2 S0 2 


3, 5-diF-Ph 


Ph 


— 


FA: 530 


404 


1-0xido-Py-3-ylCH=N 


3,5-diF-Ph 


Ph 


— 


FA: 497 


405 


H0CH 2 


3,5-diF-Ph 


Ph 




FA: 407 


406 


Benzol ITS-ylCHjNH 


3,5-diF-Ph 


Ph 


*• 


FA: 522 


407 


PhNHCSNH 


3, 5-diF-Ph 


Ph 


— 


FA: 527 


408 


Py-3-ylNHC0NH 


3, 5-diF-Ph 


Ph 




FA:512 


409 


HCO 


3, 5-diF-Ph 


Ph 




FA: 405 


410 


A A in mi nti mi 

4-AcNHPhCH 2 NH 


3-Me-Ph 


3-Me-Ph 




FA:531 


A 4 i 

411 


H 2 N 


3-Me-Ph 


3-Me-Ph 




FA: 384 


A 4 ft 

412 


M II II r> 1 f\m | 1|| ■ 

4-H 2 N-PhCH 2 NH 


3, 5-diF-Ph 


2, 3-diMe-Ph 




FN: 523 


413 


4 *n in inA r\i /mi till 

4~ i PrNH0C-PhCH 2 NH 


3, 5~d i F-Ph 


3-Me-Ph 




FA:581 


A4 A 

414 


4 1 \f\f\/\ ni rtl ■ ill 1 

4-H00C-PhCH 2 MH 


3,5-diF-Ph 


3-Me-Ph 




FA: 540 


415 


<i rn i ■ 4 i /An S ft! m am kiii 

4-LPyrrol i-1-yl (CH 2 ) 2 0J-PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 609 


A 4 G 

416 


PhO-CONH 


3,5-diF-Ph 


Ph 




FA:512 


A At 

417 


4-MeOCH 2 C0NH-PhCH 2 (Me0CH 2 C0) N 


3, 5-diF-Ph 


2, 3-diMe-Ph 




FA: 669 


A 4 ft 

418 


4 AAI II 1 ft 1 All kill 

4-cBuC0NH-PhCH 2 NH 


3, 5-diF-Ph 


2, 3-diMe-Ph 




FA: 607 


A 4 ft 

419 


ji r~ i it /nil \ ftftkiii r\i r\\ i kin 

4-Et 2 N (CH 2 ) 2 C0NH-PhCH 2 NH 


3,5-diF-Ph 


ft ft i • ii ni 

2, 3-diMe-Ph 


Oxal 


FA: 652 


A ftA 

420 


if ii in inn nnin i rs i #%■ < till 

4-MeNHCH 2 C0NH-PhCH 2 NH 


3, 5-diF-Ph 


2, 3-diMe-Ph 


Oxal 


FA: 596 


Jt Oft 

422 


A rt Tl • r" 1 Al 1 til 1 

1, 3-Thiaz-5-ylCH2NH 


3,5-diF-Ph 


3-Me-Ph 


Oxal 


FA: 503 




^ H 2 N 1 , o I n i az o y 1 On 2 Nn 


0, 0-dll — rh 


o-Me-Ph 




FA: 518 


424 


2-AcNH-1 , 3-Th i az-5-y 1 CH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 560 


425 


4-MeO-Ph 


3,5-diF-Ph 


3-Me-Ph 




FA: 497 


426 


1 -PhCH 2 -P i pe-4-y I CH^H 


3. 5-diF-Ph 


Ph 


HCI 


FA: 579 


427 


4-Me-PhS0 2 (Me)N 


3,5-diF-Ph 


Ph 




FA: 560 


428 


1,3-Thiaz-5-ylCH 2 NH 


3,5-diF-Ph 


2. 3-diMe-Ph 


Oxal 


FA:517 


430 


4-MeO-PhNHCO 


3,5-diF-Ph 


Ph 




FA: 526 


431 


PhCH 2 0-C0 


3,5-diF-Ph 


Ph 




FA:511 


432 


H00C 


3,5-diF-Ph 


Ph 




FA: 421 


433 


4-F-PhC0(Me)N 


3,5-diF-Ph 


Ph 




FA: 528 


434 


MeNH 


3,5-diF-Ph 


Ph 




FA: 406 


435 


2-tBuO-C0NH-4-C I -1 , 3-Th i az-5-y I CH 2 NH 


3,5-diF-Ph 


3-Me-Ph 




FA: 652 


436 


2-tBuO-C0NH-4-C I —1 . 3-Th i az-5-y 1 CH=N 


3. 5-diF-Ph 


3-Me-Ph 




FA: 650 


437 


4-AcNH-PhCH 2 NH 


3,5-diF-Ph 


3-Ac0-2-Me-Ph 




FA: 611 
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EX 


R 


A 


B 


Sa 


DAT 


421 


1 t 3-Thiaz-5-ylCH 2 NH 


3, 5-diF-Ph 


2-MeO-Ph 


Oxal 


FA:519,N1:3.64(3H,s), 
4. 54 (2H,s),6.59(1H,d,J 
=8Hz),6.68-6.72(2H, m), 
6. 77 (2H, dd, J=2Hz,8Hz), 
6. 90(1H,tt,J=2Hz, 9Hz), 
6. 97(1H.d,J=2Hz),7. 01- 
7.07(2H,in),7.45(1H, d, 
J=9Hz),7. 89 (1H, s),8.96 
(1H, s), 12. 90(1H. s). 12. 
96 (1H, s) 


too 


1 MClMn rnOn 2 l>ln 


o c_j ; c_du 
o, 0 _ d II — rn 


d-\vJ-c rae-rn 




FA: 569 




A—S^ (M a } M— DhfMJ MM 
*r t\C \vhQJ IM rnlfn 2 l\lr1 


o, o d il — rn 


o Me-Hh 




FA: 567 


440 


4-F 3 CC0NH-PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 


— 


FA: 607 


441 


4-MeS0 2 NH-PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 


— 


FA: 589 


442 


4-AcNH-PhCH 2 0 


3, 5-diF-Ph 


3-Me-Ph 


— 


FA:554,N1:2. 05 (3H, s). 
i. oi an, s) , o. Uo \ltt, s; , 
6.86-7.07(7H,m),7.14 l 
(1H,d,J=7Hz),7.39 (1H, 
s),7. 41 (2H, d, J=9Hz) , 7. 
61 (2H. d,J=9Hz),7.64 
(1H, s),9. 98 (1 H. s),13.0 
6 (2H,s) 


443 


4-AcNH-PhCH 2 NH 


4-F-Ph 


3-Me-Ph 




FA: 535 


444 


4-AcNH-PhCH 2 NH 


2-MeO-Ph 


3-Me-Ph 




FA: 547 


445 


4-AcNH-PhCH 2 NH 


2,3-diMe-Ph 


3-Me-Ph 




FA: 545 


446 


4-MeO-Ph(Me) NCO 


3, 5-diF-Ph 


Ph 




FA: 540 


447 


4-[BocHNC(NBoc)NH]- 
PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 753 


448 


4- LH 2 NC (NH) NH j -PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 


HGI 


FA: 553 


449 4-MeS0 2 NH-PhCH 2 (MeS0 2 )N 


3, 5-diF-Ph 


3-Me-Ph 




FA:667 | 



8 30 

l? 1 




Ex 


R'-Z' 


R*-Z 2 


DAT 


24 


CH 


N 


FA:342,N1:7.04-7.38(11H, m),8.00(1H, m),8.34(1H, m). 13. 13-13. 19 (2H, m) 


25 


N 


CH 


FA : 342, N1 : 7. 04-7. 34 (1 OH, m) , 7. 66 (1 H, m) , 8. 41 (1 H, m) , 8. 91 (1 H, m) , 1 3. 21 On, 2H) 



8 31 




Ex 


R 2 


R 6 


Sa 


DAT 


114 


H 


Me 




FA: 355 


115 


H 


PhCH 2 




FA: 429 


116 


Me 


Et 2 N 


HCI 


FA: 426 
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Ex 


n 1 6 

R 


HAT 

DAT 


Ex 


R 


HAT 

DAT 


53 


A 

Ac 


FA: 455 


71 


BuS0 2 


FA : 61 1 


54 


PhCO 


FA: 579 


72 


Me 2 NSO z 


FA: 585 


55 


2-F 3 C-PhC0 


FA: 715 


73 


PhCH 2 S0 2 


FA: 679 


56 




FA: 973 


74 


PhS0 2 


FA: 651 


57 


2-Me-PhCO 


FA: 607 


75 


3-Me-PhS0 2 


FA: 679 


58 


PhCH 5 C0 


FA: 607 


76 


2,4-di-F-PhS0 2 


FA: 723 


59 


2-PyCO 


FA: 581 


77 


4-MeO-PhS0 2 


FA: 711 j 


60 


MeOCH 2 C0 


FA: 515 


78 


3-0 2 N-PhS0 2 


FA: 741 


61 


4-F-PhCO 


FA: 615 


91 


cHex-CH 2 


FA: 563 


62 


iPrCO 


FA: 511 


92 


PhCH 2 


FA: 551 


63 


3-CI-PhCO 


FA: 647 


93 


2-(EtO)PhCH 2 


FA: 639 


64 


3-MeO-PhCO 


FA: 639 


94 


3-BrPhCH 2 


FA: 709 


65 


EtOCOCO 


FA: 571 


95 


3-MePhCH 2 


FA: 579 


66 


4-CN-PhCO 


FA: 629 


96 


3-N0 2 PhCH 2 


FA: 641 


67 


iPrS0 2 


FA: 583 


97 


4-(Me0C0)PhCH iL 


FA: 667 


68 


4-F-PhS0 2 


FA: 687 


98 


2,4-diF-PhCH 2 


FA: 623 


69 


2-F 3 C-PhS0 2 


FA: 787 


99 


3-PyCH 2 


FA: 553 


70 


MeSOj 


FA: 527 


100 


4-IM-CH 2 


FA: 530 




EX 


R* 


R 2 


A 


B 


Sa 


DAT 


101 


H 


H 


2-Me-1,3-Thiaz-4-yl 


Ph 




FA:362,N1:2. 30 (3H, s). 
7.64 (1H, s). 13. 04(2H, s) 


102 


H 


MeO 


Ph 


Ph 




FA: 371 


103 


H 


H 


4-Py 


Ph 




FA: 342 


104 


Me 


H 


Ph 


Ph 




FA: 355 


105 


H 


H 


3-Py 


Ph 




FA:342,N1:8. 24 (1H, dd, J= 
1. 5, 4. 4>, 8. 42 (1H, d, <M 
1.5), 13. 18C2H. s) 


106 


H 


H 


Ph 


3-(Mo-4-yl(CH ? ) ? 0|Ph 




FA: 470 


107 


H 


H 


Ph 


3-Mej.NPh 




FA: 384 


108 


H 


H 


Ph 


BBIWHlSni^II 


FA: 474 


109 


H 


H 


3,5-diF-Ph 


Py-3-yl 


HCI 


FA:378.N1:7. 79-7.81 (2H, 
m),8. 74(1H, d. J=].5), 
13.28 (2H, s) 


112 


H 


H 


5-H0-Py-3-yl 


3,5-diF-Ph 




FA: 394 


113 


H 


OH 


3-MePh 


3-MePh 




FA: 383 
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(Proc. Nat I . Acad. Sc i . USA. 87. 71 00-71 04 (1 990) ) . 

KIT. **WE*3fei;i:Hb£1toa) GnRH £§ftftiaftffl£. ,25 I-D-Trp 6 -LHRH 0t r GnRH 
^©ttfcBWSBjr*-* d tic J: oTIf® Lfc. 

(1) thGnRHg^ttfgSCHO (f AU$-0JK) «fc0>lig8 
thGnRH^^^Ii,ii^;(DMe^§^(Chapter 9 In: Current Protocols In Molecular 

Biology: ed. by F. M. Ausubel et. al., Greene Publishing Associates and Wi ley- 
Interscience, 9.0.1-9.9.6 (1987), S. S. Kaker et. al., Biol. Biophys. Res. Commun. 
189, 289-295 (1992), R. Grosse et. al.. Mol. Endocrinol. 11, 1305-1318 (1997)) t 
mffilz LTffW:. . CH0 mfeZtem (J*fc: a MEM, 10% FCS, ft£M-£xn*!i£?r) 

l, thGnRH ^nwm&^imm^A) l tzmm^ j: m?mi'&rsmum 

FuQENE6 (a* -r>/WAtt» t^lSO LT 24 Bf P B l£JS£ltTr7>;tfi7r-f $ C £ |C«fc y , trGnRH 
S£f*(E$flM:2,S. S. Kaker et. al.. Biol. Biophys. Res. Commun. 189, 289-295 (1992)) 

sseseaa-r * cho mfc&mz. g w<©s^(**<^ lt ^-g> ztit pgr y sits Lfc. 

(2) thGnRH aSft$#^-r & CHO tnj&BB#<DBB 

±IB (1) -CHS LfcthGnRH gmftSm CHO « (3x10»ffi) IC^BBfl^Sfctt* (PBS) £5ijs7Jn 
LTlHlllX L, 100xG X 3 aiHSto Lfc.lM&aK b»HcH*/ *"hA* 777- (10mM NaHC0 3 , 5mM EDTA (I 
fl/y/75>ra»S». P H7.5) $100 ml jijsJjO L. ** WAV/ ttr-SffiHW/ *~h Lfc o 400xG 

i? 15 annafe l, ^<7)±>f ^it'OWict y 100. oooxg -e 1 ftmafe l, mm^oitm^m 

fc. C(D;±P5#D^ft#HlA'-!(77-(25mM Tris-HCI. 1 mM EDTA. 10 ju g/ml 7" Pf 7Hz* |B|| 
(PefablocSC(Mercktt^)). 1 /i g/ml 0'X*f>A. 20// g/mloK 7" f>, 0. 03% F/flStHMA. P H 
7.5)60 ml icB^L.^aLT -80tTJi»#L, ffiffl<D»*j|¥a([LTttffl Lfc. 

(3) ,25 l-D-Trp 6 -LHRH^^H^*CO;l!l^ 

±IB (2) X*mm LfctrGnRH MStltS CHO «MfiU#$79Mn* 777- (HBSS (n>^¥fftt 
j§J&),20mM HEPES, 0.1% BSA 0*/JflUf7*7* 5» . 100 ju g/ml/\*7rT/X pH 7. 4) T-^f? LT 20 /i 
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g/mi t U ic 148 n I fo^Lfc. DMSO |c»# Lfc«*fcM©*SHb£* 2 
I £ 0.1nM© ,25 l-D-Trp 6 -LHRH(50^ I) (125ljf|#:3) £jiiirt£C: oT£Efc£lff)$& L 

fc. $ £>lc, **tt^**fflg-r*fcd<)l=attt<b^1h©ft^y [C DMS0(2 /i I) ^^*P LfcJSlS 

**jw»«i<a*«$as-r*fca«>i=ttiift^tt(j!>ft^yic 100 ^ m lhrh(2 m d (ib^ijs 
o. 5%r uif^^>irr®aLfc97h7>r mm-ism) £jB^-cEJS$£»&?iai;®-r h c t 

S^PMB=(SB-NSB)/(TB-NSB)x100(x£i*'. TB.-ftfclSaiMtnHfc SB:$l£jb£^£;!niX.fc<!: £© 
SfeltStt. NSB:*1**MIS^*itStt*«-r.) I=«fc y . »«&MlCifclf 5*M*fc£ft<D«£ 
H&**(*) (pmb) £gtti Lf=.£;TIj£lcfc(t6&@Hb£ti(DPMB £7' n?ht. PMB=50%£^*.&$ 
Bfc^^asac,, fit) £#©fcoISi*©*S3l* * 6 a>fc£tt No 178a, ggffiti) 

40. 43, 79, 83. 87, 132, 146. 147, 169, 209, 224, 239, 241, 245, 251, 256, 258. 290. 293, 400. 402. 421, 
422 XI* 423 flMbSfctf. 10"°M 7b£ lO^M <Z>l6£MJ£tt * d fc36<«6B*#lfc. I#lcy 

^HJS+ir^SA-rfntT^a*^ tWb'MxfcH*© GnRH MtMS^B*Stt**-r* 

2. GnRH SH6Jii4'fXh7fn>±»KJtt»f-5fitS:ftfflK« 

^b^#l(D /n i//Vo|cfc(t-5Mfl|^H^ajto^(GnRH)^ta#ffl^. 7?MC GnRH LT 

efg£ft£>jfi+TmTP>©±#£j£ic$rr *na*ftfflrcd; ?xmm Lfc. 

9 »© Wistar »Jttt79KH*«I**y-) Ufc.QnRH(V7*f W.LH- 

RH(human)) (EJI]M:4) l*7*F©*«l©Krtrtl=«# Lfc<30 ng/77h) .ffi®Hb£$l± 6.7% 
DMSO, 6. 7% PEG400. 6. 7% Tween80 fcm&l-feM&tzlZ^M L, GnRHS-5-© 3 B^sin- 30 mg/kg 
Lf=„GnRH S-^ 1 BtF H l&IC$jfn. L, JfiljS4>0)T7l«7fP>mg^^W^r/^A/ 

Trt^ft (ttn>1± r i A** w ic j; y ai^ l fco 

GnRH *a-§.L<CL^F©Mi*i«MfO>»«* Tn. Wfc&tt©jM3y /=»J»£»^Lfc5* 

KDJlli»+WhXfP>»** To. tt0Mb&«£&£ Lfc7»h©m**fXWTn>»ft« Ts <b L. 5C: ia 

= (Tc-Ts)/(Tc-Tn)x100 ICj; lj :|ftjftbStt©IB$g&(X) (IA) £gffl Lfc (Tn *TfflST4*fc 
i§£|C I A = 100%t &&).Ettgt0)&$, ^ 5 <£Mb£$l No 63a. U 6 ©fc£$) No 167a, 169a, 173a 
H US #l 40. 21 2. 241 , 244, 245, 251 , 256, 260, 274, 275, 288, 289, 290. 291 . 293, 296, 297, 298, 
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301, 302, 303, 311 XI* 421 Oit^lt 50%cfc l J fcSlMBSSStt** Ltz a 

l-^ffl-efcSCfc^HW^tlfcW. Huggins&O. V. Hodges, Cancer Res. 1, 293-297 (1941), 
L. Bokser et. al., Proc. Natl. Acad. Sci. USA 87, 7100-7104 (1990)) o 
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1 . HttstCD 




(r\ r 2 . tfB.w-.m-iutmteix, h, no2.cn, Haio, *itivc * &i\mtfom&. m.& 

*isM&£ftXl^Xb£^7i'fr-0-M&£ftX^Xt&^Ti')\,,W&&-S (O) n 
101-. (n n0 i : 07bm2(J)mn. UTmffi) , H-S (O) n 101 -,M^*^TLxr%ckl> 

± )i, g& ztix i^x £ «fe i^tju? 7 ^-f ;u, 3majg»£;ft,-c t^r & £ i>r 5 a 
£fc r 1 . r 2 . R 3 st; r 4 bjiiiftfcist y £ 3 2 li-ft t & or 7 y -;uxi*:>£ □ 

R 5 *tf R 6 :Pl-X[im^or, H, Halo, BSl^ttri^t* J:L^ft*m»Xtt«lj|**ir L^T 
X 1 X 2 :H-Xlim*o-C, N, S, XI* 0 fig?-, 

A &tf B:P-Xlim^CoT,fi^$^Tt^r4) t ^:l^T , J-;^XI*g^$4^TL^T ^ t,cJ:L^^ J f 
nil, 

Z',Z 2 ,Z 3 StKZ 4 :CXI* N. 

<i u dx 1 at; x 2 # s xi* 0 oms, nmtz n 5 %.v ^(D-^xitM^im^-r. 2) z\ z 2 , z 3 

R tf/Xli Z 4 fl> 1 Thm. 4 fltf N 0i§£. S* JtB-T * R\ R z . R 3 . & /XI* R 4 l*#£ L&l\,)T?7i*£ 
3. X'&tfX 2 fc : fcfi[*i^-Sr36«NT?&Sffll*©«BEil 7bM2M^7bMciB»O^P 
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tt. {I U T%it£® 1 7bm 39 $ft < o^+<DlB# Ph I*7i3. Me WW*, Et \tm. XI* tBu I* 
£1 





14 H 0 


07 0 ^ // 


2 o 


15. 


Et /=\ N^-CCI, 
28. M— ^-CCI, 






Me^ / === \ 


A u >c </ 


17. 0 


ft >5 — n 
30. 0 




18. o^V^> 


31. 






32. ^^^~ S>_ ?^^ > 




20. 0 ^V>"CoootBu 


C^C*) 0j >— <°J/ 
33. " S 








34. o^^O 1 




22. 0 






23. C ^^^ s>= ?~i5 ? 


36. o^V^ 


11. o^-O-"'. 








cx:>-^R 

25. >• .^^^ 




13 '^^^~ S> "^--^^-0000tBu 


26. 0 


39 o' \J 
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6 . x 1 si; x 2 a^b#ic n T*&&nt$a>i6iB 4 5 woflftj&McBiUD^n/*:/- 1 , 
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SEQUENCE LISTING 

<110> Yamanouchi pharm. co. , ltd. 

<120> Propane derivatives 

<130> GnRH 

<140> 
<141> 

<150> JP2000-204425 
<151> 2000-07-05 

<150> JP2001 -153372 
<151> 2001-05-23 

<160> 4 

<170> Patent In Ver. 2. 1 

<210> 1 
<211> 987 
<212> DNA 

<213> Homo sapiens 
<300> 

<303> Biol. Biophys. Res. Comm. 
<304> 189 
<306> 289-295 
<307> 1992 

<400> 1 

atggcaaaca gtgcctctcc tgaacagaat caaaatcact gttcagccat caacaacagc 60 
atcccactga tgcagggcaa cctccccact ctgaccttgt ctggaaagat ccgagtgacg 120 
gttactttct tcctttttct gctctctgcg acctttaatg cttctttctt gttgaaactt 180 
cagaagtgga cacagaagaa agagaaaggg aaaaagctct caagaatgaa gctgctctta 240 
aaacatctga ccttagccaa cctgttggag actctgattg tcatgccact ggatgggatg 300 
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tggaacatta cagtccaatg gtatgctgga gagttactct gcaaagttct cagttatcta 360 

aagcttttct ccatgtatgc cccagccttc atgatggtgg tgatcagcct ggaccgctcc 420 

ctggctatca cgaggcccct agctttgaaa agcaacagca aagtcggaca gtccatggtt 480 

ggcctggcct ggatcctcag tagtgtcttt gcaggaccac agttatacat cttcaggatg 540 

attcatctag cagacagctc tggacagaca aaagttttct ctcaatgtgt aacacactgc 600 

agtttttcac aatggtggca tcaagcattt tataactttt tcaccttcag ctgcctcttc 660 

atcatccctc ttttcatcat gctgatctgc aatgcaaaaa tcatcttcac cctgacacgg 720 

gtccttcatc aggaccccca cgaactacaa ctgaatcagt ccaagaacaa tataccaaga 780 

gcacggctga agactctaaa aatgacggtt gcatttgcca cttcatttac tgtctgctgg 840 

actccctact atgtcctagg aatttggtat tggtttgatc ctgaaatgtt aaacaggttg 900 

tcagacccag taaatcactt cttctttctc tttgcctttt taaacccatg ctttgatcca 960 

cttatctatg gatatttttc tctgtga 987 



<210> 2 

<211> 328 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Ala Asn Ser Ala Ser Pro Glu Gin Asn Gin Asn His Cys Ser Ala 
1 5 10 15 

I le Asn Asn Ser I le Pro Leu Met Gin Gly Asn Leu Pro Thr Leu Thr 
20 25 30 

Leu Ser Gly Lys lie Arg Vai Thr Val Thr Phe Phe Leu Phe Leu Leu 
35 40 45 

Ser Ala Thr Phe Asn Ala Ser Phe Leu Leu Lys Leu Gin Lys Trp Thr 
50 55 60 

Gin Lys Lys Glu Lys Gly Lys Lys Leu Ser Arg Met Lys Leu Leu Leu 
65 70 75 80 



Lys His Leu Thr Leu Ala Asn Leu Leu Glu Thr Leu Me Val Met Pro. 

85 90 95 
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Leu Asp Gly Met Trp Asn lie Thr Val Gin Trp Tyr Ala Gly Glu Leu 
100 105 110 

Leu Cys Lys Val Leu Ser Tyr Leu Lys Leu Phe Ser Met Tyr Ala Pro 
115 120 125 

Ala Phe Met Met Val Val I le Ser Leu Asp Arg Ser Leu Ala 1 le Thr 
130 135 140 

Arg Pro Leu Ala Leu Lys Ser Asn Ser Lys Val Gly Gin Ser Met Val 
145 150 155 160 

Gly Leu Ala Trp I le Leu Ser Ser Val Phe Ala Gly Pro Gin Leu Tyr 
165 170 175 

I le Phe Arg Met I le His Leu Ala Asp Ser Ser Gly Gin Thr Lys Val 
180 185 190 

Phe Ser Gin Cys Val Thr His Cys Ser Phe Ser Gin Trp Trp His Gin 
195 200 205 

Ala Phe Tyr Asn Phe Phe Thr Phe Ser Cys Leu Phe Me Me Pro Leu 
210 215 220 

Phe Me Met Leu Me Cys Asn Ala Lys Me Me Phe Thr Leu Thr Arg 
225 230 235 240 

Val Leu His Gin Asp Pro His Glu Leu Gin Leu Asn Gin Ser Lys Asn 
245 250 255 

Asn Me Pro Arg Ala Arg Leu Lys Thr Leu Lys Met Thr Val Ala Phe 
260 265 270 



Ala Thr Ser Phe Thr Val Cys Trp Thr Pro Tyr Tyr Val Leu Gly Me 
275 280 285 



Trp Tyr Trp Phe Asp Pro Glu Met Leu Asn Arg Leu Ser Asp Pro Val 
290 295 300 
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Asn His Phe Phe Phe Leu Phe Ala Phe Leu Asn Pro Cys Phe Asp Pro 
305 310 315 320 

Leu lie Tyr Gly Tyr Phe Ser Leu 
325 

<210> 3 
<211> 10 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : I abe I ed Tyr 
with 1251 and substituted with D form of Trp 

<400> 3 

Glu His Trp Ser Tyr Trp Leu Arg Pro Gly 
1 5 10 



<210> 4 
<211> 10 
<212> PRT 

<213> Homo sapiens 



<400>. 4 

Glu His Trp Ser Tyr Gly Leu Arg Pro Gly 
1 5 10 
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